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im^-m 1 1 '9 y^zms-vb wip-io K&^x'ptt < t *> 1 \>i±.<dt 

ip-10 tnn&^mmxtem-'<D±mm®iZ^ir2>i?-io 

(1) mmmmmm. (2) (3) (4) nz 

imm%k (5) KfiF^wto^o^n^fflii^ij, (e) st&mvmtemmm 

Ho 

2 ] IP-10 K * * ^ ^ * N * n ;n\ \l y v>\ 

o 

3 ] ip-10 Rxm-10 \z&\,*t&& <ti>i &±<d y \ ; wm,m 

#SD2Stt>VXt«m$ttTV^IP-10 oT^KOIP-10 fc£ 

RW^ra#Xt±ra— O^fim**1-*IP-I0 v^iip-io SNWfcfrfc 

(1) ffi&mm&ik, (2) E^ii^ofgisi, (3) -^ftfem, (4) ssgisyt 
, (5) mfrbmtt<Dm<DttE&mmmm. (6) 25.^(7 

4 ) IP-10 XtflP-lO K:33V»Til>& < fc & 1 &_L<0 T ^ y 

#^?>V3i(±fim^tLTv^ ip-io ®^-e*oT^soip-io .tit 
K«Kiwxt±H— o&wgttfc^i-* ip-io m&fc&zwnv-io wmtefrk 
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^-v: 2/ 


5 ] IP-10 m& £ iH5e L , 

(i) K«3feftttft. (2) E©*»^©**flBi* 0) (4) i&Mfem 
, (5) Efffc*»i:owioffl5f^fflp»®it> (6) $L&mifoMMmmt, 

[m^m 7 ] ip-io s. if ip-io fciju-c^fc < t & i mjior ^ 
#ins.i>VX«fim$ttrv^ip-io wt^o-c^ft^ ip-io tm 

(1) E»5£Sttfla«U (2) KOM«^«0#flMEj|Wd, (3) 3%tt**U (4) ft 
£HB£»U (5) Kfrttfri©WO*IftffllM (6) ft&ffifl&tt£timflftj 

> x^(7) ^fiMllliSJ 

im&m s ] (i) mmvmm^ : 1 tiz>m.mm<o 9 *>> ^ 

(ii) ^&<t*>^(i) ose^ijt^ h; >v*^> hfc*#-e^>f -ru ^x-ra 

(iii) i2$>^v^TOJff : 2o#y^f Kfc^ft< fc ^80%offii^tt^^r 

(1) ra^a^ (2) Eo^FM^o*j*ns3t, (3) ^s^. (4) emHem 

^Lfc, ^IP-10 (tfl&lf, fcy^IP-10 ) fc|S««fc:iW<0£|&¥Wfim*# 
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(i) mmmmmm, (2) (3) ^nmmm, (4) & 

(5) m&twt£<Dm<z>WE&mM*ffl, (e) 

> air (7) ?«nftft*mia5H 

^ <b & & «b jit* tt/c & <^ * i t * mwc. t-tzmmRvt/ximyom 

Ho 

[fffc&g 9 ] (A) * RIP-10 WIP-10 lc&v>-C^& < & 1 J^Jt 

ot < y bbb*#&3:, ftMtF/xiigms ttr & ip-io o 

-10 ^^<b^^^>«b^tL^:4>o^t< ti-eo^Xfi 

(B) (i) Wffl&vmfflftr : 1 ^^tL^^BE^ijod &&<bi>* 

(ii) ^SB^iJtx h';>v^>h^^#-CvN^-/i;^^fXi-^> 

(iii) EI2ab^vMiie^!l## : 2 0*° i ;^7 p ^-Ki:^^< i: i ^)80%^o1 : B|WH4^^■ 
-r^T^ymSfi^J : Sr#■t,^ So 

(1) ra^fst^ (2) Ko^a^ojmaHE^, (3) (4) t&tmm 

> (5) Kfftftfft^iHoffisf^fflpaiStt. (6) %mwimmm&> R&m 

&Ltz, mi?-io nyvip-10) ksfeRWfcra^&to^wett** 

o^^WStt. 08x.tf(l) JE^jfe^14'fb> (2) flEO^M^aFflclEji. (3) 
TRJEiflSf, (4) tt*§HB& (5) EfiFt-aflcfcOWOfflSf^JBPaEiStt. (6) 

10] (A) IP-10 RXfiIP-10 Ki3\<*X&% <t$>l JJLbOT S 
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^-■5? : 4/ 


m^!&z>mfrbmi$*itzi><D%L<i±^<DiM., (b) mm(P0 ^n-K-r&ra 
& ^mitm & & ^ * * - & * v^m^mx teic^ * t^^^ £ *l£ 
^t±«^«bE^>^^^®{ftL/c^<7)^^fflt, mifiip-io xfiip-io mm&$> 

mmmmt, (2) mo^m^mmi&m. (3) (4) &^iu (5) 

K^t^to^o^s^fflp^tt. (6) ^»^v§tt> 25.^(7) ^-mrt 

MlJfcEi 1] IP-10 oj^££/ciiU ^&^of&£;£OVOUimS£lfr 

(7)7. ? y - - y mmxitx ? y - - y ? v 0 

[fflt^t® 1 2 ] m^m loiiin um<Dx ? v * y 

[ffiftSEl 3] IP-10 , ®»^X*±SRNA tC^SU IP-10 OittXIi 

& ip-10 na^ftffljt^Mr&o 

1 4 ] IP-10 mRNA, hnRNA frh&Hinfc i> <0 L 0 

&maiRizt:qmtfyKwmre% z>mmmmRV ! z<DT<< v vv^-ifctnap-io 

m.U=F, mRNA, hnRNA ^fcjgHTfLfc & OKHE t ? *£*«4fc&^tr««&itfiS 

^iiipgi" & tcfij jb $ tt £ * y =f * ^ v * K •/ ? -r v - h $l & bMittifz 


1 5 ] IH(a) :«BWK3H.«r»*xe, 
IS(b):It(a) fcT&fc;h.fc&»S^*»^:IS«LT, IP-10 JtfeT- 

sr-g-tr i t t -r h ip-io mk*wmk£s<oft&=Hbmko 
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^-s?: 5/ 


[0 0 0 1] 
[0 0 0 2] 

tf^frtl&^Witf&Z (Roberts R.M. et al., Oxf. Rev. Reprod. Biol., 12: 
147-180 (1990) ) , -1 *l JiJEflP £ IM fc©B|03 5a^-'>a> #/FJ&5& 
»*>ofc7ti6/f t#x.e>tfCV>4o -tin 5 a-^— > a >OH3z:#Mt^ 

[0 0 0 3] 

>T >^-7xn> • **(lFN-r) #\ ##O«jgOBlW0fteiwH^.b"Cv^ (M 
artal J. et al.. J. Reprod. FertiL, 56:63-72(1979); Godkin J.D. et al., 
J. Reprod. Fertil., 65:141-150(1982); Imakawa K. et al., Nature, 330:37 
7-379(1987); Stewart H.J. et al., J. Endocrinol., 115:R13-R15(1987) ; Ro 
berts R.M. et al., Endocr. Rev., 13:432-452(1992)) 0 V i?X*l*Bfr&1& 
«<08~9 HB^&IFN-r £M&Ufc#&o 16 B § KtlfKi4S *U 

n- r <nm&im&-t)mm.<oir'g\HmMtM & k l^vm&t 22- 
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^-v: 6/ 


23BB3T?K:i±JBi'ff : teIFN-r £M&L&< &&(Guillomot M. et al., Bio Cell 
68:205-211(1990); Roberts R.M. et al., Proc. Soc. Exp. Biol Med., 200 
:7-18(1992); Flint A.P.F. et al., Mol. Cell. Endocrinol., 100:93-95(1994 
))o IFN-r ltftfc<DiMf*tJ5l>f (x^hnyvHr^-OM^Etnii 

Mmm±U ^KrtKOP(ff2alpha^W^**cHi*«lW , r* (Flint A.P.F. e 
t al., J. Reprod. Fertil. (Suppl.), 43:13-25 (1991): Spencer T.E. et al. 
, Endocrinology, 136:4932-4944(1995); Spencer T.E. et al., Endocrinology 
, 137:1144-1147(1996)) 0 £ IFN- r it V >si%L<DfMKR EF*M Y ij 4 > 
m£.*mmLT&iQ (V >^3^5Mfc: Newton G.R. et al., Am. J. Reprod. I 
mmunol., 19:99-107 (1989); Pontzer C.H. et al., Cancer Res. , 51:5304-530 
7 (1991); Skopets B. et al., Vet. Immunol. Immunopathol. , 34:81-96 (1992 
); Assal-Meliani A. et al., J. Reprod. Immunol., 25:149-65 (1993) N iM 
b 1)4 >M&. I Tuo W. et al., J. Interferom Cytokine Res., 19:79-87(1999) 
; Emond V. et al., Biol. Reprod., 62:1728-1737(2000)) . im- r tfK^ffi 

[0 0 0 4] 

IP-10 (interferon-/ inducible protein 10 kDa) f±> ^.K&M.W.^^f^ y 

^^ip-io(± c-x-c^-^^-f ym<D-mx*$>v), wx.i^^n77-^ urn 
^mm. (r* bnt^ h) mm, v-y^-y^r^ k«> _t&«> i*u&ffl 

IS* ^ ^ ^ yofIfiiCi5^tf i$*itv^ (Luster A. et al., 
Nature, 315:672-676 (1985); Ohmori Y. et al., Biochem. Biophys. Res. Co 
mmun., 168:1261-1267 (1990); Sauty A. et al., J. Immunol., 162:3549-3558 
(1999); Albanesi C. et al., J. Immunol., 165:1395-1402(2000); Huang D. e 
t al., Immunol. Rev., 177:52-67(2000)) CI t *LTV**„ IP-10&C-X-C 

m*^f>oi/t^-3 (cxcr3) zfrLxmftmzmmmftmz.'rhimgLm 
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7/ 


[0 0 0 5] 

» 

[0 0 0 6] 

[M & ^"t* & tz tb <D 

±mmmLmn*mmir&^*mw-rz>tztb, mim?z*mtt>, matt 
x\ *%w%m*iSMn b a wKrtiiRtfSHt ii»ii5 s a oTOrtK* e> -e-tt 

-T^RNA fclfttfiU ^RNA ^"bcDNA£fpffif;gu cDNA^ h 9 * *> a 4 
>^-7xn> • ^f^T-eflfe^tLSiO KDaO^>/N°^g(IP-10) £ffi5£1-&<?> 

v tfUfe $ tL& 10 KDa<£> t ? O ^ > / * ? % ( y ^'IP-lO) (C-X-C Wfr^XJ 
>7T$ V-fcJSU 7^9 5 y-U4 VV-T/l'^-^ (EUR) 7 £&V*T 

<D^&&Zbi>&m-tZkKj&9jLtZo CXCR3 (IP-lOOV-f/* -) mR 

t\tmj\^tzo 

[0 0 0 7] 

*»«#*MU IFN-rS.t^IFN-7 mRNA (Ztlh (±IP-10 <0§&££8N*LTV> 
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tzo -eo^. IFN-r£tHFN- y mRNA {iKfr^itTV^^^fillTiit 
WK*V*/l/"CJbo;fc£ t kjlffiLfco IFN-7 mRNA li^mfflM^WMfc 

$>2>*'M\*imfc&^T i>%>mztitz 0 ^MmAtmmm^^ ip-io^ifn- 

teWfM<Di><DX$><otz 0 in situ 7V -if- v a >frtfx<D%&^ IP-10 

^^iSH^^lcfev^r^IP-lO mRNA{±^m^tt^^o7t 0 ip-I^ J: & IP-10 mRNA 
<£>H5i^ ffl*4£f¥lft KIIFN- a , IFN- r ;SOTFN- r K J: o TJi«£ *L7^ S \ IFN- 
r#lP-10 mRNA^itJni-^O^m^^^^ofCo ^fll^iM^tit 
^£tf&fl?^f§^ IP-10 mRNA«®»<7)IFN- r IZX^X i>MWL-£frfz 0 Ztlb 

<Dffi&frtb, f&m%m<D^\z&\,>xmm-£fcz>Kyi?i?-iQ ^h^ifn- r 

£oXB^ZfrX^2>t^?Lbti2> 0 CL L-TIFN- r t IP-10 h^^^BUfpffi 

^K-fr i: t(omx (r)%w%- mm mzmcom+L ksm %i><nx$>z>t <du 
m^m-i /co ^m%mz, ip-io ti^toit kjs < ^oft^m® h *u 

ip-io ^mmLtzmmmmm^^^-t^^t^x^^t<Dmm^mir^i>z 

[0 0 0 8] 

[ 1 ] * >^ KIP-10 XtflP-lO K&^X{!?% <ti>l lik±<DT $ yffl. 

n&tfK&s ffljmvt/xtm&z *ltv> & ip-io mBfox*$> o t^s^ip-io 
t mnmzmmxte <o^^^i-^> ip-io m**#&£wiip-io gi^# 

(i) jE^^mb^j, (2) mv^m^vmjfci&mm, (3) (4) & 

MfeMftk (5) K^h^tco^^^H^MP^J, (6) ^»^fett<b^J 
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m; 

[2] IP-10 ^ ^v. d/n\ tyj;, 

> 7?, ^;v&^-t&ng?LIfrt? 

C 3 ] IP-10 S.lMP-10 \Z&\,*X'J?% <bi>l &±<D T $ J WB&tf'KJk 

, #sns.t>vxi±sm$ttrv^ ip-io igj»#"T?*o-ciksoip-io hm.rn.mz 
(i) jBsit*stt<k. (2) EoT-M^oaaHEaB, (3) 7fiffl&m, (4) ^anem 

[0 0 0 9] 

C 4 ) IP-10 iRtflP-lO Kt3\t*X&% <b$>l &±<D T ^ J 
^ ttMRZf/XfcW&ZtiX^Z IP-10 ®|ft#T?fco-C^ftOIP-10 fcHSCftHC 

iwxi±h— o^isa*^--*-* ip-io ^,m#&&waip-io ns#^?>^;^^ 

C5] IP-10 fiHtfcWjfeU 

(i) Kat^ett-fk, (2) Eo^M^aflHiem, (3) ^atffc*, (4) &*g<&i 

C63 ±.15 C 5 D 9 -fe-f Cttfflt* £ *«t t*WI ; 

C 7 ] IP-10 &UTP-10 Ki3V>T*P>fc < 1 iik±<D T < J W&*&#4& 
. fsMBlRV/Xliltft^tfCV** IP-10 ^#-C*>oT^«OIP-10 fcHJKftfc 
IWXtiR—O&Jl&i&tefc^l-a IP-10 v*»±IP-10 H«ftc^&j££# 
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(i) Ka^s*^ (2) Ko^«^o*jac«««, o) ^fiimi, (4) -at 
mvzmm, (5) Eff^wtoK^s^fflii^j, (6) &&mm&mmmm 

m ; 

[0 0 10] 

[8] (i) wm&vwmtt : l^ztL&w&mvt^ 'j?%<t 

(ii) 'J?%<ti>m(i) <DW.mtX Y 'J >yx>f»tVN^'J ^>fXi"* 

(iii) E2Jb*vM±E^!I#-^: 2^J^f KW< £: *>80%Offi|WIte£;t 

(i) mmmmmt, (2) Eo^as^^**^, (3) ^nmm, (4) eastern 
. (5) m&twtt(DW<DttKftmmm&t. (6) ^ffl^^ft. xir(7) 

^■l^ sip-10 (Mx.i^ t^^ip-10) fcnstwnra^o^!fe^a«i«tt*^r 

(1) mm&mmms (2) Ko^-M^oj»jg|ciE«a, (3) (4) & 

agf&iak (5) Mtwt^)fi<7)ffii:^iiii, (6) fti$mffiMMi&&4m 

x ; 

[0011] 
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-10 bmmt&Kmmxm-vtkyom&zGt&Tp-io v>»±ip-io m 

(b) (i) ^jt^E^jft : i x«mzti2>)&&mm<v > ) *> N < t <b* 

(iii) m2$>2>^l l $ffl&m-% : 2©^''J^f Ki^i< h &80%<7)*l[WJtt£;pr 

(i) mm^mmt, (2) k<^^^<o*^«i, (3) (4) 

. (5) Ki?t*#t(7)^^s^OT^i4, (6) ftomtimmmiSi. £^(7) 

^Ltz, m?-io mz-i$, t^vip-10) t%mmmm<n&M!i&mm&im 

<0£»5*«lStt, W*.Mr(l) K»3feStt<k, (2) JEo^M^fcjftHl&i, (3) 

(4) jenem, (5) Kfftt#to^offis^iistt, (6) 

x ; 

[0012] 

[10 3 (A) IP-10 3ttnP-10 fc*5V*T^fc < & 1 Jil±^7 5 
tf s &£c. #in^.t>VXfiS^$tLTv^ IP-10 W&foX*$> o T^rS CO IP-10 t^l 

0&%ftte£^i"&IP-10 ^*i#3>&v>teIP-10 

fla**e>jft*^e>atftLfc^os:^L> friaip-io xt±ip-io mkfc&zw* 

IP-10 fl»fl^L<»i*0«ttTll|B«»©fe«»WStt, Kffijfefe 
ttft, (2) KO^S^O«fJ^iSm> (3) ^£Ete0, (4) JBBf&t. (5) JEflFfc 
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mfctvmvm^mnmft®., (6) ^mmmmMmn, #^(7) ^sf*j&«i 

[in ip-io (DmtkZjhML, T-i&m^mRifyximm^mat^ 

ci2] ±ie [io] xa [i i] mm.<vx? } )-->'yjj&xtex?v 
; 

[0 0 13] 

[13] ip-io > mmttximwk k^&u ip-io <om&xi$mmz 
o m&m&mmittmwrm ; 

[14] IP-10 itfE^s mRWU hnRNA fpSItf Ktz & (7) izftfc 

^£*#M&<jmi&-e§^tijPOTms.y ? -?-^T^ v vv^-&tmiP-io 

, mRNA> hnENA *fc»f*Lfc & OK^ftL? *£*ttte*-£&«:l**£^it<B 

«ffli-*ifc**HRfc"t4JL|B [13] SBfRo|^»f* ; Rlf 
[15] 3(a) 

x^(b):x5g( a ) KxnhfttzmmmM^mmi-mmLx, ip-io atfe=F 

Ig(c):I8(b) <0#HMffM-fc^v*T^ SE*^^£«rP-^*xe 

**tr t ^r#mt-r^>ip-io a^H«^oafe?-^wH**ittti-*o 
m*<otz&\z.<Dfr7FZKx^z>%><r>x-$>z>zb* mm s *t£ ^ « £ » ^ 
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<Dfam±Z.Z\ l Z'&sbxm%iZfo&'<%i><7)X$>2>o 
[0 0 14] 

^mmmK^x np-ioj jy?-y^u> . ?r>~?xm&zti2>io 

KDaO* (interferon- y inducible protein 10 kDa, IP-10) ^JILT 

fStt £ ^ t T^^al mc^jS^o^ < o^I £ $W L T >r * ts J y ? 
7 ^ V-O-IT^^^^Uiv^ 0 IP-lOti. ^ru^XfM H'jslt&flf 
"b C-X-C * # ^ ym<0-M. X$> 0 ^ #1 x. v ? n -7 r - v\ fcfc^W, 

^tbtzu* & * ^'(ommKiB^xmm^ titv^ it^pj^^t^ot 

iv» 0 ft IP-10 fiC-X-C M^#-f ><DU*:-7*-3 (CXCR3) £^-L-C^klft&CN 

O 

[0 0 15] 

^n^-e^ #^t^v?ip-io ^iti^LT, *<Dmm^MJfcmi~&tfz>%i'&. 

IP-10 <D^fr%2>i><D*&^LX^&i><DX$>^X£\'*o ttz, Z<DMfcffll~& 

n%ft&*mmirz>WL&frh^ nMP-10 Rxf^<Dm^. mmfc, mmm% 

t^vIP-10 It, 102TO7^ SWB&frbts:*^^ *K ^-<7WC{i 

tyfrWh fix c-x-cm <a ^ ^ - -7 & L r v > & -n t *nB* h ti & ^ 

^Olfr^^^OhlWI^tc^^v IP-10 ti, i9 
MP-10 i:i^v>igm^ •r^^^-etL-rti.^^ W^-f-KWiJ-eii82.7% S.t>'7< 
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*^-*fcip-io f±> (i) mmMm&. (2) fc©^*a^©*j*flBiJSte 

> (3) TF&mmftm, (4) (5) mfrtmttnwinttMftmMWt 
e«u (6) ^^fflj^^stt, rct(7) ttftft&mmm^frbj&zmfrb 

[0 0 16] 

*SWl-t±, vIP-10 £##>fcIP-10 J±, 

fcip-10 f±, le^J^ose^M^- : 2 or 5 /mis^jo? < £ & 1-102 

iOlil^7^BI^S^fllo(l) E3Ej£i&fiu (2) EO^I^t* 
i&tiSte, (3) TOv^fPffl. (4) (5) Efr i: OHOffil- 

flsffil!*E«Hk (6) &&*BJ£&£@& &tf(7) ^rtftlftlSlffiilifEStt^^Jft 

^OBB^J#-t : 2 COT ^ y m@B^iJ K*J L4>& < i: 60% <a*g|WU3u i «3 0£ L < 
{±75.5% J:«)^:Sv»ffiratt, ££&&^K{±82.7% J: WBIwite, £«b{c 
*HStc»±90% &±.<DmfB\&> f £{±95% &±(Dttm&*ti't&t><0%:¥i&$lft> 

[0 0 17] 

% #H{±ny-7IP-10 «r-S-ie>fc*Wlfcfi*OIP-10 Sr-SL-g-t^o SUP-IO RTF 
t!^kl±, hE6*<0&O#Wfc*vCJ:v* o ffl&tffcy^IP-lO ^{f«b*t 

> ft£WM»±, wzmow&m^ : 2^$*L£T*y^iB?!)c9-?*>, 4>fc<£ 

&60% iD^fflRtt, 0$L<J±7O% m±coffi|SI14> £<bK§f£ L<f±80% & 
±<0ffiR)tt, £ L < f±85% JSUKOffiFm. t> o i: j9Fi L < (±90% JJUiOffl 

H«U £ L < f±95% JSLtOfflWtt, L < {±97% J&Lh<a*irate*# 
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^-y: 15/ 


1 5.0(1) mmMm&. (2) m<o*nm^<ommtmm&, (3) 

(4) mmmmte, (5) KfiFfc*frfcowo*3Lf^fflw«E®tt, (6) &&*igi&& 

[0 0 18] 

^h^oip-io tiTji, mfcKm&vxmmmz&vz>ffi&*mm-t2>m& 

frblt, hfi^IP-10 , t7 v'Sr^^SfitJffi^OIP-lO $>Z>^lt<£ZKj? 
> aM^MmLT^m^H^tt^±fBb7^J:9^tS-tt^#o^ot:\ #IP-10 7 

& 0(ii--<T^$ fix £ t/> 0 
[0 0 19] 

* * hWJ (&& v>{ii£*@B?!j) Hi3&t& 2 ^0$Ji<S>P^T*M§jl£fll 

ab&h&^ei* i^^(7)<7)I (ifc) £jti*U Zoo**>J KB^JXte 

fc>ti&) ^m^^^jg^n-e^^ (M£i£> Lesk, A. M. (Ed.), Com 

putational Molecular Biology, Oxford University Press, New York, (1988); 
Smith, D. W. (Ed.), Biocomputing: Informatics and Genome Projects, Acad 
emic Press, New York, (1993); Grifin, A. M. & Grifin, H. G. (Ed.), Compu 


ffigE#2 003-3083172 


02002-259268 


^— s> : 16/ 


ter Analysis of Sequence Data: Part I, Human Press, New Jersey, (1994) ; 
von Heinje, G. , Sequence Analysis in Molecular Biology, Academic Press, 
New York, (1987); Gribskov, M. & Devereux, J. (Ed.), Sequence Analysis P 
rimer, M-Stockton Press, New York, (1991) Sf) 0 — *=><Offlffl<VfaWl&$:Wfe 
■tZ><D\zm^h— ifcWfc^fftfcfciU Martin, J. Bishop (Ed.), Guide to Huge C 
omputers, Academic Press, San Diego, (1994); Carillo, H. & Lipman, D. , S 
I AM J. Applied Math., 48: 1073 (1988) ^Kii^S *ITV>& <Di>mif btl%> 

t h fix v» a i> <d &mif ^ti^,o ^ vmm m m& * m&t ztrnxoiRtL 

i/>D^t!a- ; J'-7 p 0^7Aj£tUli, GCG ^n^A^";l-y (Devereux 
, J. et al., Nucleic Acids Research, 12(1): 387 (1984)) „ BLASTP, BLASTN 
> FASTA (Atschul, S. F. et al., J. Molec. Biol., 215: 403 (1990)) 

[0 0 2 0] 

mKmmLxmmm^^f^>±mLfzxo %m&zmmir2>wi&frt>te, ip-io 

^IB^iJ^^i-^^O. t^v^^<7)^tfj%a^<7)IP-10 RZfZ<DmMtfV^ 
-ft K&tft h E&3fcOIP-10 l^Oil^'J ^-7* K£tttc*0— ttOjfiKL 

z&mw.mv'J?* < t &63-365l£m: ^MfcZK&mMW>m*^1rz> fcoo. 25. 
^W!J^^@e?iJ#-t : 1 -Cit£*l&m^@S?!]<a60-62 &C9ATG ^^366-368 

taa x y) m& $ iizmmm * i&rir & *> <o (f&jt * k >taah , tga^ tz jatag 

t^TU^) -e£>&£fcd*-C§au MPJ^ife^ K> (Met fca-K 


iHU^ 2003-3083172 


12002-259268 


: 17/ 


W?*Rfc4>&< fcfc80%, 85%, 90%, 95%, v>te98%<A*BIWIft : Sr^1-& 

& i~~i6mv>mmLtzT $ smmmzmu ftR-=>(i) mmMft^ (2) j&ot- 

(3) ^&?&5§H1UB, (4) &*I«LY§14, (5) KfrtW 

^<7)^*BB^J*^^**<0^*tL»ffti^**«>o-t?*or<>J:^ 0 MIP-10 * 
n- Kf&^ti, — ^SIDNA , , RNA , DNA:RNA 7V v h\ & 

h^V ^ y *DNA 9^ 79 y t *7 V£>£ v>t±fc Fffi • IfflM^cDNA, 
^-JjfcDNA OV^-ftL-Cjbo-Cfc iv» a mP-10 Ki" zmk<0&&W&\\^ & 

> h ^^#-eK^m<^iB^j#-^ : i <7)&mm<D o -to <D&mLtz 5 maoism 
<b £04 1 < «20is^±o^gB^jh/N-f 7y ^xu mip-io tnm&Mzm 

[0 0 2 1] 

Bf£©*^Eto01«R*\ iUfSE*^* f7^7i^ya> 293T#ffl 

cos-i mm^t^^fiizMLtzWj^mm^^^m^x^fo^t^x^^o - 

^v-^AS (0flx.WT^ F, L. Graham et al., Virology, 52: 456, 1973& if) , 
DEAE- f^rX («x.tf, D. Warden et al., J. Gen. Virol., 3: 371, 

1968* if) , xl/^r fn^l/-y 3 >fe (ffilx-tf, E. Neumann et al., EMB0 J, 


mSE# 2003-3083172 
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^-v: 18/ 


1: 841, 1982 fcif) , ^^nr^/x^yg^ U^V-A^ ^-OV* 

3f.m%~?%h*itz\Mk %Z (Wklf, IP-10 t) *&&tf/?*5 K 

*BM±> CHO ftt, COS HHmoX^fBIM±, Sf21^oaAjfflia«^ 

ac) > h V -7Y 77 > • 7? h-^T-n^E-^-Ctac) , 'J^nf 'f'/T'n* 

-^-(iep) > A77-yPL7*n€-^-f^ mmm^m^t-r^^^^ 

S. K-Cti^ SV40U- h7'n^e-?-, MMTV LTR^n^e-^-, RSV LTR "/n*- 
CMV yn^-^-, gRa^n*-*-^*, ff^±tn7*7^^ K 

GAL1, GAL10 T'n^-^-^&^JBUt&o 
[0 0 2 2] 

3 Ftltti^ ®l;if£pBR322, pUC18 > pUC19 , 
pUC118, pUC119> pSP64 „ pSP65 „ pTZ-18R/-18U> pTZ-19R/-19U, pGEM-3, 
pGEM-4, pGEM-3Z „ pGEM-4Z „ pGEM-5Zf (-) > pBluescript KS ™ , (Stratagen 
e)%£1)mift>*i2>o izmmx-(D^m-MLtzyy^^ V^tt-bLXiZ, pA 
S , pKK223 (Pharmacia), pMC1403 , pMC931> pKC30 , pRSET-B (Invitrogen) & 
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^^-^W^ flJxJfpcD , pcD-SR*. CDM8> pCEV4 , pME18S, pBCl 
2BI . pSG5 (Stratagene) ^i:>W«b^o Wtnt^t'f&T'? 7, $ VtL 
Xl$, Yip M^?*-, YEp M^<??-, YRp S^*-, YCp 

wmftti, mz-itpG?d-2%twmf bti& 0 m±mmtLxi±, m±mm^± 

1-Blue^ C600^ DH1 , DH5 , DH11S , DH12S , DH5 a , DH10B , HB101 , MC1061 
, JM109 . STBL2 , B834*ft^h LXit, BL21(DE3)pLysS& £&mf bth& 0 It 

^mm^m^mm^-^, m*-HT7vij$ \?v-*f)\'mmEmm&&<ncos-7 m 
m, cos-i mm, cv-mm, 7,mmmmm&<vco? mm, mop mm, wop 
mm, ?-*>r--x • ^j*x9-mm&$k<ocm mm, cho dhfr- mm, t me 
Lamm, -?7 7s mm s^cmm. v 7 7, mm a ^nih 3T3 mm & ¥&mf *> ti 

2>o &&mmt LXli, 3t#^|fi^/f^ (Bombyx mori nuclear poly 
hedros is virus) $>h WZ<£1nK&%k1r& & <n ? - t U #fn#j&£>& 

v*i±*>f a Mx.ffBM-N«^ t*zm^& zttmifbtiZo momm 
mfrmxtobtifz&zwmmztix^&mmmm, mm^mm, dna mx-*? 

n - >-fbi" & <£> L fcflljt L •) * & v> l±3SSIi- & *6 oa^fc &DN 
A « • ##B8l. DNA #V * 7 — tf> 3*C:®* * f7>^7x7~-lf 
„ DNA U if-^^i^^m^h Zttfttiifc&o DNA SffsT-S:^ n-- LTDNA 

, h\ Y\7y-V, ¥W*, YAC ^fWbtL, &JL<liA77-y 

fi5fc<9^*-7^Wbft> Mx. ffCharon 4A „ Charon 21A. AgtlO. Agtll> 
ADASHTI, A mil > AEMBL3 , A ZAPII ™ (Stratagene) & ifib^f h *L& 0 
[0 0 2 3] 

*®m<o* m * ^ - K-r & ^nm^ * * - t^jwe* $ *t 

^£?T9 £ fcKi *K T%\<*&m&* i £fcLxmir2>mmfti*n2>Z.ki!> s X'£2>o 

m±mmt Lxmrnmrnzm^tztemmmmzis^x, dhfr&<tt*m 


tB!E# 2003-3083172 


#0 2002-259268 


v : 20/ 


V*-. *5tt, AWy 3 iiU 

[0 0 2 4] 

mi640«*, DMn«MI4fcr3fi^iv^tt*o pHlift6-ft8"C*i03WiLv» 0 
«*±a#ft30t:~#Sj40TC-C|&15~j|&72W«Wffv^ i&5fcj£CT»*Mt#*;ta 

»^-^^*^M«tt«l^ Triton X-100 , Tween-80 


ttiSE#2 003-3083172 
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**- 9 J : 21/ 


o 

[0 0 2 5] 

2> *m^&ZtlZ£V)^ IP-10 (m X. h IP-10 , H ? v^IP-10 & if) <D 
«fe?W5(6& II J „ pl05 (l£jS«) > 3K^b^raA(1986); 

*kit¥&M. m&it¥&mmm2^ mm. in g&&*.dna ms) j > p233 (is 

ffijll) ^ ^M / fb^f^A(1992); R. Wu, L. Grossman, ed. , "Methods in Enzymol 
ogy", Vol. 154, p. 350 & p. 367, Academic Press, New York (1987); R. Wu, 
L. Grossman, ed. , "Methods in Enzymology", Vol. 100, p. 457 & p. 468, A 
cademic Press, New York (1983); J. A. Wells et al., Gene, 34: 315, 1985 
; T. Grundstroem et al., Nucleic Acids Res., 13: 3305, 1985; J. Taylor e 
t al., Nucleic Acids Res., 13: 8765, 1985; R. Wu ed. , "Methods in Enzymo 
logy", Vol. 155, p. 568, Academic Press, New York (1987); A. R. Oliphan 
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^-v : 22/ 


t et al., Gene, 44: 177, 1986 & if KIBfcO^ifcWlf fc*L*o ^Ix-l*^* 
y =r* * v**- Kft ^*«JB*-&fM»5»«Aifc (B&##llftmJI*A&) 
(Zoller et al., Nucl. Acids Res., 10: 6487, 1987; Carter et al., Nucl. A 
cidsRes., 13: 4331, 1986), f^IfAft (cassette mutagenesis: We 

lis et al., Gene, 34: 315, 1985), MRtt&3#?%A*A& (restriction se 
lection mutagenesis: Wells et al., Philos. Trans. R. Soc. London Ser A, 
317: 415, 1986), • ^Zc'rl'-V ?fe (Cunningham & Wells, Science, 

244: 1081-1085, 1989), PCR WZmm^Xfe, KunkelS;, dNTP[«S]ft (Eckstein 

[0 0 2 6] 

if & it^ti-So ^m<o9 >/^Mit> CMtm'&mifZ* jv*** 
S(-C00H) i fcJi^sK^vW h (-C00") -Q$>hi)K C*S»**T 5 K(-C0NH 2 ) 
££fi^;*xM-C00R)^&oT& £v* 0 £ £tM.;*-y-/nci5tf *Rfc LTti, 0J 
x.{?> n-yn^, <f vynfcf;l/& L< l±n-^;i"S: if <£>Ci_6 

TA^Ji^ ^ilf, v^n-^>^-;K v ^ n 3rv;v& if <z>C3_8 y^nr^ 
^r;V^> 7x-iK a -^"7^ if OC6-12 T 1 ]-^ Wiif, ^ 

y i^f-;v^ifcc>7^-;v-Ci_2T;v^r;vS^ t < Ii«-t7f;v^f 
;v & if <o <*-•?- y f-;v-Ci_2 7 ^jv&fc if oC7_i4 75^*^011*, 
ffiiXr;vi: LTiUffl $ e^n^f if *»ffiv»fe*t* 0 

tTV^d#^ ^;VsK^y»7 5 Hb^ iz\tx-X fMt$ *LTv*& % o 

*^o^^7-;v^if^ s fflv^tLS 0 ' 

[0 0 2 7] 
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I*lOT^/m^1S!IiI-hOS^ (tflJxJf. -OH , -C00H , TSy^, ^ ^V- 
-T>K-;v^ ^T-~>V*&^) ^iS^^K* (fl!lx.l£\ 

^m&z.&x-m&-t&mKM&* y^9^t Lxmmmt, 

^i'ttlf^Ct ^pTb^^^o £ 9 LtzM'o'9 >s*9Wt LTf± N 
> 9 jfKWL&t Ltbb fcfz & <D^ 3b4V^±, fi-Jf 1 ?? h 5/^"— *f (/8-gal) > 

(MBP), ^^ft^-S->7>^7x7-b* (GST). 
f-*WK*v> (TRX)Xfi Cre RecombinaseOT^ y^SB^J^SSi^b^^tLfc 

o J: <9jSt^|IM^i5V^T{± > ffl&tf AU5, c- 

Myc, CruzTag 09, CruzTag 22, CruzTag 41, Glu-Glu, HA, Ha. 11, KT3, FLAG ( 
registered trademark, Sigma-Aldrich), Omni-probe, S-probe, T7, Lex A, V5 
, VP16, GAL4, VSV-G & £1&&\fb ti& 0 (Field et al., Molecular and Cellu 
lar Biology, 8: pp.2159-2165 (1988); Evan et al., Molecular and Cellular 
Biology, 5: pp. 3610-3616 (1985); Paborsky et al., Protein Engineering, 
3(6): pp. 547-553 (1990); Hopp et al., BioTechnology, 6: pp. 1204-1210 (19 
88); Martin et al.. Science, 255: pp. 192-194 (1992); Skinner et al., J. 
Biol. Chem., 266: pp. 15163-15166 (1991); Lutz-Freyermuth et al., Proc. N 
atl. Acad. Sci. USA, 87: pp. 6393-6397 (1990) 0 
[0 0 2 8] 
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Wfctt, (l) EafefcSttu (2) Eo^KJ^<0*flME*fiH3u (3) /FSi&fcftMB 
> (4) (5) KfiFfc-BW^fcOWOffiSf^fflWSEStt. (6) ^« 

<D1?-10 . y i?ffi$fcOIP-10 * if <?)#^r& T ^ y 1 1® J^i: k. li\ 

1 -801®, £ L < (i 1 -601®, £ <b K#f 3: L < ti 1 -401®, $f,Cff Kii 
1-201®, #Kiil~l01S& if) MfX^ZXikmrnfo, t^T^^i^) 
1 1®JiU: (^ijx.^ 1 -801®, L < i*l -601®, £ h Kil-t U < (i 1 -401® 
, $ h Kftt L < (i 1 -201®, 1 -101®& if ) ^MteO^trSmS ttrv^ 

£figyill1£, 1 1®m_t (Milf, 1 -801®, £P£ L < 1 —601®. $ h Kftt 
L<(± 1-401®, ££>tC0fL<f3: 1-201®, #Kf£ 1 -101®& if) <07^t 

m&miri)nznx^2>m\\mmfoi>&-$i-2>o ^oip-io 
mM&)Km2$w— XMit^ >y * * - v a wi-e^— gi$&;pr itv^ & o 

^-^ttvTJ:v^#i.<b^ $ <b ^XI&OIP-IO tUSetl^IWj^o^tf^^tt 
LTV^ £ o fix X v> i:#*_ h tiZo KJimKik-f 2>m.mfc<D— 

: 2ti$^75y»j<7)H> (D m2 i£~3iio2 1«7 5 ymmm*^ 

-f&*><7>, (2) IW^l 1i~m02 tiL<DT$;mMm*^}1- RZf(3) 'pta 

^WJ^t> 60% , m^ZH^XH70% X «9^V^|WH4*^TLTV^^O 
tfmfhti, X L< IXZtiKttL, 80% &&v>te90% J^JiO^I^T 5 y ^ 

@E?0£;ft-& ^*Wc>^o ^^O^^V/N'^gO— gfleT) & <7) i: fi, g[ 
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<Dty vip-io <Dm$,T < j mm^o 5 m&±, t&* l < morn 

[0 0 2 9] 

t^mtt^ti:<, mH®W^|WJ@0^14t LT{±, (1) jBEjftjtO® 
ttft, (2) KO^WS^OJlP^B. (3) ^«M«f^ffl, (4) &£IH£M^ (5 
) KflFfcft#i:omoffiS^fflPlt©tt. (6) XV(7) ^ 

> (1) Katefe^flHt^ (2) E^^i^^)f«M, (3) ^ftiftSfflUB, (4) 

mmmm. (5) Efft-sfcfrtonioffis^paEStt^ (6) 

> (mi^ o.ooi-mooo^ $ftL<(i^o. 01-^100 

L < itm 0. 1~&J2(M&, $ t> t < J±#?j 0. 5-&J2 ft) -c* * i £ L 


ffiiE# 2003-3083172 
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^-v 5 : 26/ 


•t><Dmv>T$;mmfrz>m&z.£&"e%5&o wliz, 

ynTA h';^b77^ ffl@L (ftt) ^Uli 

[0 0 3 0] 

^jx.{^m> ^m, vw>m. y-r-^wt. 
> v>=m, ^jt#m> >^^*>t> p-f^x^w>si, ^ 
>-e^^^*>m*^oOTimi:oa[4if3W»j r ktt&o lt»4. 


tiJfiE# 2003-3083172 
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^-■s>: 27/ 


l/c i -9 • iMi«t:w ? t^o *i&we*±, r»fjtj * ran* 

7 <i V y 7% titz hnRNAXIimRNAfc X *) 3 - K $ tl2> # V h\ ^ 

■y^DNA lei 19 3- K**i*#V^f KKHIU, TUfitJ . 

[0 0 3 1] 

, miP-10 ©#9iSft.;fc«tB, mtflElljfeJSttfk Eo^M^<D*0MBm> 
vIP-10 DNA BE^iJ^ ifcoiP-10 DNA BB^JSr'/n-T**: LTflJJBL 

<&J|MB£<&fcoTli> PCR $fe^»±>IMeW* (RT) *ffiv>fcPCR ft (RT-P 
CR) Zmmir&Z. ti) s m%;Z> 0 IP-10 cDMRXf^r<DmM)M »± % ?n-~>^£ 
tL, SB^JifeeSftfclP-lO cDNA@B^J^^m^$^^T^ym@fi^J^*o'§#^at> 
fcBBBIWSrSI^ DNA "r-fc^f-f > LTfl£fc#&U #<b*WcDNA 7* 

^-^JS^T, PCR RT-PCR. ^•O'ftfcO^ftSrfflv^-CIP-lO BBjIifrfS^O 

tftm%¥Kmm-?z>zbi>m%:2>o w*-&, ip-io mRNA^t: 

3&S*#aoaMS*poly (A)+ RNA Jciti"^y — 9*>^n y h5WK«fc Otftft 


fcBSE# 2003-3083172 
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^-v^I 28/ 


niH ? T*i^o *«lCLfc#ot, cDNA^yn-^h LtffiV^I^ 
• ^n-r^ ^"ifv • V2\ in situ ^4 7V V<i 

ya^^ifCilJt: hiM* WIP-10 mRNA<7>f&3i^>IP-10 

m£M*^&tz&mm<nmft<o^m^mfce%2>o ip-io ^wmtTt^m^jt 
ittmm^*>mmx%& 0 ^oLtz&mi*. ^mip-io jk^m^y^fM.*^ 

[0 0 3 2] 

*»wicttx.if, ^bj^ip-io tcmaursiflcjHofea^oa^f-i^wfife 

(*lffi?r&) «t^ D R»fc^lM(fi5fc-CH\ (a) OTMfcH-fcWfclfcU (b 
) 3(a) KT»fc:tafcgB»BW«\ MxJfPCR RNA # U ^ 9— L 

(b) <Dmmm>iK^x&moft&*m^&xm*&trmm*mf mm 

KttR^StLfcv*^ M x. fiASPCR (allele-specific PCR) m~ £ *) U b titzdn 
A BfJirftfcW^aifcfcJ: ^ffi1";?> £ h7& ? -e§ & 0 DNA WKMZM^&lfmZ 

Wft-M&W. (restriction fragment length polymorphism: RFLP) ZfettiLXm 
&DNA M-*^n— /^fflv**/\-<yi;r>f4?— >a^ft^ SSCP& 


tBSE# 2003-3083172 
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^-v: 29/ 


x.f>tti,^^coip-io co^m.^m^m^mmL, s<b&^ si«c 

[0 0 3 3] 

$ ? 9 ^^tcjsffl-e # & o m 7L *f . ip-10 k ^ f- >- h % fr-f * fm 

TCORNAi (RNA interference) 8ffi^<D&m<D]kt>$>2>o if*< Lt, — jfct^#M 
(SNP; single nucleotide polymorphisms) t LfciHS^SfllflK WfcT 

x.(i\ MTl/^ttli, cKlA?>f7?y--*«ffiLfc»K PCR MrT^/iDN 

n "/^^f-y^^V'-h^ iro^o-etL-rtL@^r^gicDNA timmt 
, ; ^^f-v/ 3 ><D&^bfrZi'yi-)\'*mmvr-r--9*w&ir2>o m^r 

i-Mi, &yt&m%£e>mm Cy3, Cy5, BODIPY, FITC, Alexa Fluor 

dyes (I§jq n p£), Texas red (MFnZx) X VftbtiZ i>CDX$>^X tit 

T )V y X A & - ft o tz 7 n $r ^ A £ ft x. n ^ tf a. - 9 - v X t A "Cgyffi $ tt T 


WIE# 2003-3083172 
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m^«rflJfflL-CJ:<, Z1^7nm^»j(2-DE), USttMf? 7 ^ > h *<%tbX<D 
SfS^tff (MS)(itL^(i^V^ hnX7 P l/--f^>-ft:i*(electrospray ionizati 
on: ESI), 7hV y^^^tlSV— T-JKSI'f *Wki*(matrix-assisted laser d 
esorption/ionization: MALDI) & fOt^^t *U MAIDI-TOF #tfftK ESI-3 
lElS^W-, ESI->f *v>9y^*ftt-ftif*«fflLrJ:v») . ;£rfe&#K 

[0 0 3 4] 

#3&9§fc$£x.wr % ip-10 s^m^at t * i t or- § ^ 7 >f >t • 

*y =f*?W:*^K *n-><tLfcfc*vMi&5fe$*Lfc IP-10 £^ 

-K-f&DNA 0^iS^!Hf#lCifeo*§l£«-L. MLt, £ =ft;fcIP-10 $fg 

tt, IP-10 afe^OmRNAfc^^f ^i;^Xi-*ii:**-e§, ^mRNAcD^fg £ IM# 
1-&£fc**T?£&tf\ &&W±IP-10 K^mRNAi: OffiSffUB & ^£^LTIP-10 
Ife^ona »-Wniti s t^o £ * & W£» ti , ip-10 
ii^n>hn-;HT, IP-10 it^Of&^SrfitB • MW't&ZtiP-V&Z 

o ip-10 w^it^oa^^tL^sayiitcffiffiw^^u^^v^^K, Rxn?-i 

[0 0 3 5] 

J*Lt&^fc> #3&9!#fc<»&jfcfcfcJ:$ IP-10 Oit^&im&xJDNA 55^f- 
£?s±K#AU IP-10 £5&31$h2\ Bftfc?-*IP-10 £#T, JrtibZmmis 

£0 id LX*&WK*iM$, mffiWZ*itzMMteWmLX<7), IP-10 OstfsT- 
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• m-*-**:^ ip-io ate?\ ^fii^hmm^tzfu-f^m^ **v>ii 

^fe^StcjcBC, IP-10 ^t-&l&«%Sf£fflv\ ^i^l-^^IP-lO &&v* 
h cities * 0 *3&gj§«:£} L£IP-10 abav>ti*s>aH£?- 

fe#&£fflv>TIP-lO *^^{±-5-<^jt<5^ $e>twliK^WJft*^.^»l5fe» 

imm, m<o^m^<Dmfemmm, mm^iimm, mm 

[0 0 3 6] 

IP-10 , «fj#> fHW*t«r-Wi-*©H*fflv»*ttf, IP-10 ta^itt 


miE# 2003-3083172 


^f#H 2002-259268 


^-v : 32/ 


*3£LT\ RJfc*fc£»t&SR£tt*&#Lfc$?-*o ^JD, IP-10 M^M 
[0 0 3 7] 

$>2>w±femm x\t^r<owt, ip-io «^ 

IP-10 0^**»©tt*^0««6«r|fi#'t*fl:#«j (rv^-XK **v>*± 

m*j) xti^o^ti, ^ip-io mmm. &mfflm& ZK&^xmmRv/xit 

*K L"C> *|&W*eW?>*»»-$tL^:IP-10 ©Mt:fitt, IP-10 fcifo*' 


ti&ffl&2 003-3083172 


^2002-259268 


^-v : 33/ 


[0 0 3 8] 

WWRftfctTIi, V^JC, ^7*^?\ #^7^Ktt^%. ^ 

> *)tCXCR3 jfrfc, *LlFN-r*n:#:, CXCR3 tIP-10 <7>fc!r£*lfi«£!k BVMm^tt-r 

^^^RJS^^^-^£^v^^^^®^<7)4 3 -t:\ tfflx-f^ pH^4~mo 
L< fi, pH**j6~&l8) K&^Tfrd ifc^i<5) 0 - tibm* <OX ? V 

mi%<Dim&)mm*mz-x, ^^^ip-io &&^*ztitnnmzmm%%i®. 

C^flxJf, Methods in Enzymology, Academic Press *± (USA)3Ht) & 

HS] „ 

[0 0 3 9] 


ffilE# 2003-3083172 


12002-259268 


^— 5>: 34/ 


f- m^tK &m\&m, %s&mk m'm&m., m^^WL, mwimm 

e-^f-v^, x^y-;v7?v, yx^y-;vrrA m>^/-;vt<>, 
„ vW>^ n^ik ^>"tf>x 

[0 0 4 0] 

i£3f#&^1-fctf>-e&*K F(ab')2. Fab' ^Tab i:v>o/;77^>hm 
^ 7#l#£L < &mWfcfc, Xi±, Mz.lS* ? 7 Kn-A (quadrome), b 'J 


mSE# 2003-3083172 


12 0 0 2-2 59 2 68 


^-v: 35/ 


#&JtfflLfclK DNA aHitf^l^til^^m *IJ!«B#-CfB*tt- & 

o mmm nn±^m%ffifc<o&mfrb&t>tix\,*zt 
zti^tio*; ?u-i-)vffim*mmfa&±<D&~<D]m.&^KttLxfa 

•rni;--r^«r^ ^^KtUJ^rLift^O U#^ut^T'l-5 (Milt 
^S#8ril4816567 -f-; Monoclonal Antibody Production Techniques and Appl 
ications, pp. 79-97, Marcel Dekker, Inc., New York, 1987 0 
[0 0 4 1] 


ffilE# 2003-3083172 


■m 2002-259268 


^-v : 36/ 


^ytu-^frfcfoZm&l-ZftMtt&vmfc^ M7'JK-7ft (G. K 
ohler and C. Milstein, Nature, 256, pp.495-497 (1975)); \L h BM&^J T 
U K— (Kozbor et al., Immunology Today, 4, pp. 72-79 (1983); Kozbor, 

J. Immunol., 133, pp.3001 (1984); Brodeur et al., Monoclonal Antibody P 
roduct ion Techniques and Applications, pp. 51-63, Marcel Dekker, Inc., Ne 
w York (1987); h'Jt-vfe; EBV-/W/ 1 ; K~vy£ (Cole et al., Monoclona 
1 Antibodies and Cancer Therapy, Alan R. Liss, Inc., pp. 77-96 (1985)) (X 

h * rfrWfckmSL-tklziton-tim ;*B#W^4946778 # (JMftft 

S. Biocca et al., EMBO J, 9, pp. 101-108 (1990); R.E. Bird et al., Scienc 
e, 242, pp. 423-426 (1988); M.A. Boss et al., Nucl. Acids Res., 12, pp.37 
91-3806 (1984); J. Bukovsky et al., Hybridoma, 6, pp. 219-228 (1987); M. 
DAIN0 et al., Anal. Biochem., 166, pp. 223-229 (1987); J.S. Huston et al. 
, Proc. Natl. Acad. Sci. USA, 85, pp. 5879-5883 (1988); P.T. Jones et al. 
, Nature, 321, pp. 522-525 (1986); J.J. Langone et al. (ed.), "Methods in 
Enzymology", Vol. 121 (Immunochemical Techniques, Part I: Hybridoma Tec 
hnology and Monoclonal Antibodies), Academic Press, New York (1986); S. 
Morrison et al., Proc. Natl. Acad. Sci. USA, 81, pp. 6851-6855 (1984); V. 
T. Oi et al., BioTechniques, 4, pp. 214-221 (1986); L. Riechmann et al., 
Nature, 332, pp. 323-327 (1988); A. Tramontano et al., Proc. Natl. Acad. 
Sci. USA, 83, pp. 6736-6740 (1986); C. Wood et al., Nature, 314, pp. 446-4 
49 (1985); Nature, 314, pp. 452-454 (1985) $)l.v>[i^Ct?W$ fctzJcM ( 

) o 

[0 0 4 2] 


mSE#2 003-3083172 


2002-259268 


^-v: 37/ 


^) (*S#W^4816567 #93*B»; Morrison et al., Pro 

c. Natl. Acad. Sci. USA, 81, pp. 6851-6855 (1984)) 0 

-e-ttSr h V 7°v^. ^vvfc ^*ltK<£ 0MSLT> 

VmjtLX&bti&Fab , Fab\ F(ab') 2 i:V^^77^>ft 

^^^> X^&ztP^Je^ffiffl-t&ifc^-e^* (Zola, Monoclonal Antib 
odies: A Manual of Techniques, pp. 147-158 (CRC Press, Inc., 1987) 0 

ate*<Wffi*^**-& David et al., Biochemistry, 13 
1014-1021 W (1974); Pain et al, J. Immunol. Meth. , 40: pp. 219-231 ( 
1981) ; R V "Methods in Enzymology", Vol. 184, pp. 138-163 (1990) K£ *)fB 

iBLv-z&imifbtL&o nmm*tt-$'tztn,ittLx&. igG *^\ m^t*^-/ 
-> >?frffc&*x Lt#p) ft a ^Wje-^SBFab' ^fflv^iH ? t^ 0 c: ft ^ ^ 

tt(i> 'Tis-f & a o tz&m (^;v*^>^-- e> u 

[0 0 4 3] 

t^T*§, 7v't^ Ay T yfe>fx ELISA &¥*m^ZZt&X% y B-F5r8t 

iifctti^ **. ***** **>f »^^f«, *i*#> * 

stffri£#> r#**, 3W»*. feSTO, ft^s^y-fev^bfrflk s&ft«j 

** Sfrfetr*, &JRtM\ ix.l^nn/f Kfc*?, ftim***^* 


ffiSE# 2003-3083172 


12002-2 592 68 


^-Pl 38/ 


M»7cm%> mz-tfT$y^ n)V7$**s)vm, ^f-)vm, r^^m, y>aag 

|WJB3H~&£ vMigy* Mt? ^ t ^^^1"^) - 1 i> x § &o 
^f&-r&Ki£> t^W^ Kgo£U£s f'Jv;v^;v7-< vmt 

[0 0 4 4] 

n<D^m^f^m^<Dm^ m^mzmm^m.wmmmw.m^-hu^x, * 

zfcb<D-fcM%m®^@i<DmmK'D^x! l ^ mm, mm*£*m&i-z>zt 
tfxzz mms, Air. %m, \<7V*j&;Tv*.4S , mrnn, 

mr ; AiL %£, [By V* <4 A J r v * 4 J , fSl&ft, BB*n54^$Mr ; WW 

(&3JK) , ^tR, BS*P623^fr ; H. V. Vunakis et al. (ed.) 
, "Methods in Enzymology", Vol. 70 (Immunochemical Techniques, Part A), 
Academic Press, New York (1980); J. J. Langone et al. (ed.), "Methods in 
Enzymology", Vol. 73 (Immunochemical Techniques, Part B), Academic Pres 


ffifEijf 2003-3083172 


^NfM 2002-259268 


^-v : 39/ 


s, New York (1981); J. J. Langone et al. (ed. ), "Methods in Enzymology", 
Vol. 74 (Immunochemical Techniques, Part C), Academic Press, New York ( 
1981); J. J. Langone et al. (ed. ), "Methods in Enzymology", Vol. 84 (Imm 
unochemical Techniques, Part D: Selected Immunoassays), Academic Press, 
New York (1982); J. J. Langone et al. (ed.), "Methods in Enzymology", Vo 
1. 92 (Immunochemical Techniques, Part E: Monoclonal Antibodies and Gene 
ral Immunoassay Methods), Academic Press, New York (1983); J. J. Langone 
et al. (ed. ), "Methods in Enzymology", Vol. 121 (Immunochemical Techniq 
ues, Part I: Hybridoma Technology and Monoclonal Antibodies), Academic P 
ress, New York (1986); J. J. Langone et al. (ed. ), "Methods in Enzymolog 
y", Vol. 178 (Antibodies, Antigens, and Molecular Mimicry), Academic Pre 
ss, New York (1989); M. Wilchek et al. (ed.), "Methods in Enzymology", V 
ol. 184 (Avidin-Biot in Technology), Academic Press, New York (1990); J. 
J. Langone et al. (ed. ), "Methods in Enzymology", Vol. 203 (Molecular De 
sign and Modeling: Concepts and Applications, Part B: Anibodies and Anti 
gens, Nucleic Acids, Polysaccharides, and Drugs), Academic Press, New Yo 
rk (1991) % t*$>Z>\s^±^ZX^\mZtltz$M (*Kfc©*fc:**|B«Ui-€-*L* 

[0 0 4 5l 

^W^fe&i&fr ifflz-lZ, (a) IP-10 ^'J^7^h\ ^-O— UO^-ff- V* 

?zi*^ihb<Dm., zfrKm&ir&^-fT-ym. (w mi?-io &&vm3ip-io #v 
«f)t (^y ?v-i-)v%m* / &'£-fz>) tfzit^ommfc, (d) ip-io kzz 

^t^^tz^m^mm^^mRTf/'x^mmt^^it^mttzit^om., ip-i 
o m£.*MW'tz>4k&%ittete j t<Qm, **w*ip-io izx&mtmittomv 

tzmm$>&\<*i±? >s*?n<D$£%. • mm^.m^^it^m^t^^tz^^ 


ffit£#2 003-3083172 


2002-259268 


40/ 


m&zwmRtf/ximm-r bittern* fz&zo^ ( e ) ^mMxn^tt^m 
a %t*<Dmn^tti-&T>^t>A • xx? u*^y%t\ (f) 

[0 0 4 6] 

li&gntt («, *fi> ftlttft, Mtrt. ttrtrt, AT. Art, JBUSrt. Mtt 

* win, mk mtmtk «*^itm hn-m 

?L»k JMftk U-^VhSk n-y 3 ^ -xrV-^k ^^V-^ 

»k *s*!k *w«au Kmtau **9m, Kv-m. ^v-A^k 

i**k 4*#J EJft£3lJ) > ^>*#k £jfffl7Mrik £IS*k £#*k JSC 

sank j&fr#k mwmu mftmwLn%¥<otz*b<Dmim, mkft&mffl. r»m 


ttiSE# 2003-3083172 


M 2002-259268 


41/ 


*yhm. mm, nm\, mm, &vm, «k -mm, mmn 
, m&m, p nm%m, mmn, wmmmn, mm, mi, %wm, 

, ym\m, mm, mm, ^mn, wm\, *smm, mmn, mum, 
n, wmm, wmu mmn, mmm±M, mmim%t*zm&i>L 

x, ~mmz> btitzwmmM^m^z ti&mzmmmK Lxm^-t^ -r t& 
MRvmmim* ¥*imLxmmfrmx&bfrtz^mx\ mm, ^mm, ^ 

[0 0 4 7] 

i; if - v > 7 V n - )V (PEG) li, m%W)^} 4> *e^a6 T#tt^g;v> it^^ 

^tL^^$^^i^{i#tc^rffl-e$,^, 0 ttz, peg £^-£L#&£, nmte 

SrffrfrWtt, W ^n#7^;l/§g©<^4'KA*i.T#x.T& PEG Oi^'f 
^«-*;i/^y;H, K^*7X^7^>, *'J^ihVt->^ 

^^t^Lfc^ 1 ; ^^)vm<D^mt^titzmmm-, mm-ttmz&zz.ttfx 

* V^°^®fc^l£^6^^SjS^t/c#< ^^14<b$ttfc^(7)PEG tmbtL 
Tv^ 0 *>v^SC<OT^ygta£$-£&<^;tffl&PEG Kit lt«, * )V 


miE# 2003-3083172 


12002-259268 


^-v : 42/ 


[0 0 4 8] 

, ft4PW, iill, .m#o-eof$Kte 

[0 0 4 9] 

KM&&ji&tt, ^+ra^iE B*mm-%i*mm> ¥^i3¥6^27H^. * 

55^tt«ji!*jg i$ 4b>B gIp a n «i2i(iif^J(i)), 

¥^2^io^i5H^f> ^#i±jgjii#0 ; mm&<Dmm2m (MMmu c 
in ) ¥^2^10^28011^ fa^temmmm* t-mzmz^^Lx^tib 


miE# 2003-30831 72 


12002-259268 


^-v : 43/ 


itmwtmz&^bv&mfbfrZo ^wvm&i&frit, mms, (a) ip-i 

IP-10 &rr- K-f&DNA . IP-10 ^##* 0l J ^y°^- K£n- F1-&DNA ^fc*^ 

(c) **wot/L#, *<d-umk ?u-j-)vm*z&sir&) ttz 
&*o®mfc, (a) ip-io ra^^k, Ko^#-.<7)«^m, ^ 

*ft«oitt«*tt, «x.iM^tt!L Eco^^co*^m, TO 

TO^OHM^fe^T \ mmi$, IUPAC-IUB Commission on Biochemical No 
menclaturelC £ & v^i^^^Hisv^T'Rffl^^^ffl $ ti&mm<DMM 

[0 0 5 0] 

mw%i><vx$>2> 0 

fUtMtkfttetlt^ DNA *n-~>^-ef± J. Sambrook, E. F. Fritsch & T. 
Maniatis, "Molecular Cloning", 2nd ed. , Cold Spring Harbor Laboratory, 


ffiliE# 2003-3083172 


12 002-2 59 2 68 


^-v: 44/ 


Cold Spring Harbor, N. Y. (1989) RZf D. M. Glover et al. ed. , "DNA 
Cloning", 2nd ed. , Vol. 1 to 4, (The Practical Approach Series), IRL 
Press, Oxford University Press (1995) ; #KPCR &X&, H. A. Erlich 
ed., PCR Technology, Stockton Press, 1989 ; D. M. Glover et al. ed. , 
"DNA Cloning", 2nd ed. , Vol. 1, (The Practical Approach Series), IRL 
Press, Oxford University Press (1995) S-tF M. A. Innis et al. ed. , 
"PCR Protocols", Academic Press, New York (1990) KEIftO^ifcKtg CXft^ 
Tv^U £ fz!fiffi.<DUM £> & v > t± ^ y Y *m^X^&Wt&i±<£tib\ l zmt<D$i 

^(protocols) *?mtt<Dm&^Z'mm itv^ 0 

[0 0 5 1] 

mmmi 

US Meat Animal Research Center, Clay Center, NE (^ffl) IZ&^X&WZ 

tt usda <d mmm^j mm) k x v-&mz*ix^z>^mm^>tz 0 

Imakawa K. et al., Endocr. J., 45: 441-450 (1998) Hffiffc?) J: o K LX , 
W£«14Bg (n=3K 170 B (n=9)> 20 H I (n=3), 25 Hi (n=3)> ^ 

l-c3os@ M)ot7^^^^ mm.mz^\,z^ ^t Zo mumm 

Imakawa K. et al., Endocr. J., 45: 441-450 (1998) lztHM.<0£ KLX^ 
^'MZm^kymWt^ ^LTin situ Mr'J^-b*-y3>fflt:$^i:|| 

mSLtZo i&MLtzmWKyi? (M£<0&U$>fzt)n=3 ) frt>m®bfrtz^ L '& 

ftWk®$kRtfmft xxngmm® : m&mzmmzinr) mm,^ 

^xmsu -7ovxmfLtz 0 zixb^LmzthtzmMte mz&m$mizttzti 

(PBMC) *%tz 0 Ztlb <Dtmi*. IFN IZMt Z> J£^14^ W^r^ 

t Kim ztitzo zhiz3 m<v%mmw<DM \l y £$§m u 


tBSE#2 003-3083172 


■m 2002-259268 


^-vl 45/ 


^mrt^uwtfcip-io m±Ktt-tzi¥N (ommj^m^tzibK^mLtzo 
m<vimm±, ym±^<D mm) gjt^j Kxn&mztix^zx, 

AidaH. et al., J Peprod Dev. , 45:249-257(1999) K^t-oXWl^^m^RZf^ 

[0 0 5 2] 

Cin vitro 

Domenech A. et al., J Gen Virol., 81:109-118(2000)^15^^^^^ 

Lttmzmm vx^m mmisB got7 vfrbwit&mtmz y >^mm 

J&Z%.mLtZo EDTA#y®LfcjfiL& (80 ml) «fc 0 (800 X g, 20T: 
, 30frm, OptiPrep™, Nycomed, Roskilde > 7*>v-*) oTPBMC£^t 
U 10% FCS, 40 jx^? b/ m i ^-y'J>, 40///ml l^W-> 
^^^^^^(PPLO)^ (Invitrogen Corp., Carlsbad, CA. ^®) 
iPL^RPMI 1640 tgm<D*temnLfco 3 X ^^/ml X o \Z LTPBMC& 

6-V^)l'<DX-X?-7\s- h (3 ml/?*;!/) K3#«U 37lCT-5% C02-95%^ 

#H^-e%oT2Btr^*L-fco #^«ftt« (W^aWBia) 

£3HtU ±l30J:d«»^«oT^)^if#^RPMI 1640 *£ttl 
*T?ig«L£o IP-10 Hm^irtlFN 102, 103X 

{il()4 IU/ml ©Itit MFN-a (rhIFN-a, v^, St. Louis, 5 X V -#U 
^ll), tHiliHra-y (rhIFN-y, Upstate biotechnology, Lake P lac id> 
- a. - 3 - ^ ffl, tKBI) XJ£H.&X- ^ vIFN- x (rblFN- r , Katakura Industorie 
s Co., Inc.) t^T$tML/;o 37r> 5% C02-95%£jf^fTF-e & o T2 

ommmnLtz^ mmmzm&x^ -7or-e^t^ 0 m^iscs* 

troma cell) (Johnson G. A. et al., Biol. Rep rod. , 61: 1324-1330 (1999) & 
40^-- y h/ml O^-y'J >, 40// /ml h ->>Rmo% FCS 

JPLfc^^y 3X3c^,-f-^;vX^ (Dulbecco's modified Eagle's medium 
; DMEM) *X*igmLtz (#ffB«i^ Dr. Bazer, Texas A&MJ: <D$!g-5-%!JX&Z> 
) o 


ffiSE# 2003-3083172 


HI 2002-259268 


^-vl 46/ 


) 40^-~ y Y/ml V^-zs V v&O^Oyug/mKT);* > v/h v>f 

fcDMEMO20 ml U 10 2 IU/ml OrhIFN-a, rhIFN-y XtirblFN- r <^fRl 

*ljHwJ: WiL^o i^^OIFN |g^2ftJSt± % ±fBO#^tcov^TO^glc 

[0 0 5 3] 

««i7 h b <o m. y 'j<7)3--gmm®A.Rrf§mmm5 0101:7 w^mftmm 

5H£fflU Akopyants N.S. et al., Proc Natl Acad Sci USA., 95:13108-13113 
(1998) CtetO^tfo cDNA^ A 7*7 V -Ofif^Ctr b7^va 
^HifcSr^ifi 1 L/io ifc#< <7)cDNA-9- 7h7^ya VfflgW* t7 v^IP-10 £ n 
- KLTV^cDNABffM-iHjgU ^^5* -RACE, 3' -RACE&LR^^gPCR i£ (Kur 
aishi T. et al., Biochem J., 347:579-583 (2000)) £^JS LT^SOIP-10 
cDNA*3tf#L;fco ^SOIP-10 cDNAOPCR MVol** ^*-pCRII™ (Invitro 
gen) K%Lfr&fr^ Perk i n-E lmerv- * (model ABI Prism 377 XL, n -7 

vj. • ^Ha7- • y^rAX, Branchburg, -i-v^-^-tfL ^H) * 
^LTg»BB^JflWtaHtfco t^^IP-10 cDNAOm^SB^Jti. Genetyx soft 
ware program (Software Development Co., Ltd> B^) «£ *)ft?#f Lfc 

o 

[0 0 5 4] 

byvOIFN-r, IP-10 &tfG3PDH Jw*j-LT«f*WftcRNAyn-^Sr»|»-t-& 
fc#>* ^KrtHaaRNA XJiJEtfJ&BfeRNA ^ibRT-PCR^ML-C-e^tLOcDNA 
£PliL/Co 1-&fc*>, ^fcT^RNA Superscript 1 1™ (Invitrogen) 

*V^-dT ^7-Tv-(20 ^1 atS«D&*) tto«?U mifcTFLtz? 
^-fv-^r^ffitTPCR JCJ: ijii«-iirL*fco 


ttiiE# 2003-3083172 


12002-2 59268 


47/ 


[0 0 5 5] 

1^1] 


Name 


Sequence 

Length (bp) 

oIP-10 

Foward . 
Reverse 

5 1 -C^CTCCTCAACTCT?ncaGGC-:3 :• 
5 ' -CCATTCCTTOTCACT ' 

262 

OCXCR3 

Foward 
Reverse 

5 -GCATCAGCTTCGATCGGTAC-3 
5 ' -GATGCGGK-5CGTAGCM ' 

283 

oIFN-x 

Foward 
Reverse 

5 ' -TGATCTCAAAGTCAGTTCA6-r3 -*: 

603 

oBFN-7 

Foward 
Reverse 

3 ' -CGATGAAATAX2AGAKGCTCC^3 ' 
5 • -GATTACATTGATGCTCTCCG-3 ' 

504 

oG3PDH 

Foward 
Reverse 

5 • -ATGGGGAAGGTGAAGGTCGG-3 1 
5 * -ATSTGGGPCATGAGGTCCAC-3 ' 

901 


Foward 
Reverse 

5 ' - ATGGGGAAGGTGAAGGTCGG- 3 * 
5 • -ATGITGGGCCATGAGGTeCAC- 3 * 

149 


mite, PCR K'mm^titzy'y^ fey h£7FtkO-e\ ^ Name (^7 
-T-r-fey h-CPCR V£m<7>HM.t ZtLfzmtt<D%ffi^ Sequence}*, 
v - O^S@ByiJ> Length^ *i fll^^i^giS £ ^-*i^*L^ ttv^ 0 
[0 0 5 6] 

RT-PCRKi: *)nhtitzffift<DJt*L^til,^ ^-pCRIlTM^-^-^^n-^^ 
^ U m~ i »@S^?*f Lfco BLAST ^7>7-^yn^7A (Nat ional C 
enter for Biotechnology Information, NIH, Bethesda, MD, USA) LTSS 
m*&MLtztZ?>, IEtv^^v(7)cDNAt?^^ifc^^L-CV^7Co *f>7* 
ny MPftFf<£>/iA6, DIG-^HicRNA7 9 D — £\ T7 RNA^V ^ 9 --fe*XtiSP6 RNA 
#y > 7 fe*^^fflL-C_LI5cDNASSW^fP^L7c(Kuraishi T. et al., Bio 
chem J., 347 : 579-583 (2000) ) o 

^'j^^W^-K-T^ /f7- (^1) £^fflLTPCR iffltTT-^^IFN-y 

mRNA W CXCR3 mRNA co*5rS!l^ Ltz a IFN- r /G3PDH3UiCXCR3/G3PDH Kft-f 
%> "fy -i ^—Hlti?^ Ltv>^ -5-tt-^ttORj^^lCRTffi^M (1 fi 1) $.£>*Ampl iTaq 

Gold™ (1.25^.-^ h; Roche Molecularf Systems) £^#nU *ll-<7)#*^2 


{iJlE#2 003-3083172 


12002-259268 


^~ C J : 48/ 


•v-ttVitmZ&fclstZo mitit. IFN-7 :G3PDH-e(i 6:11?. CXCR3:G3PDH "TNi 

5:2-e^>o^o pcr o^fefMi. ^<7)S^-e*o7t: *^K95r^ll53^M U 

^:tC95rTn 57°CT1 ^LT72TC-?1 ^lO^-f ^ ^^40^^ ^ ;V 

£firo£ 0 ^LT*^^72lC-ecO^>RlS*5 #W?rofc 0 PCR Quanti 
ty one v3.0 77 b->x7^fx.f^^-y|S|lfy^TA (ToYoBo, ~kU, B# 

) zmmLxfcmLtz 0 

[0 0 5 7] 

(7-fV7ny Yjffifi 

^fr<V^ftm*m&<vmM^fflffi.frb<D£WK £lsogen (Nippon Gene.m 
^mmLX^.mLfz 0 ttz^ PBMC^^#g|t^RNA ^"bpoly(A)+RNA 
WLfc (TaKaRa^ JfCM> B^) o Z.fih ORNA tel.0%T#u-X- *;VA7^f 
t Vr^om&MXHZii D^iU t^n»i (Biodyne-B; Pall, East Hill 
s,-i-3-*ttk #g) KIs^Lfco mi- J n>M^65 , C-ei.5 BSMBk 5 x SS 
C, 50%*;VA7 5 K, 50 mM PBS, 7% SDS, 0.1% N-7")n^W3y>, 50^ 
g/ml^y-fjt^DNA (ssDNA) 25.^2% -7*0 y * ;/ ^fs^ (Roche Diagnostics, Man 
nheim, hM7) ^Mt-S^-f /'J ^ a >A y 7 7 tf-C/VA/f rV ^" 

a >£?TV\ ^HcRNA-Zn-rt— »fc*fbw\>f 7*U N€-va> 
My "7 r *T*63°C-ei2B#|I^W 7* U ^>f -tr- v a > =Ht o fco 7*U *">f 

it-fn^IS: 2 x SSC-0.1% SDS X*i> vX65X;x*30frmffi&tiikm* 
— EtfTV>, 0.1 x SSC-0.1% SDSX&oT65t;T30frF^&&S£~|lHT oT. ^ 
^37°CeiB#^ RNase-A (20//g/ml) fc*lC-f >*z.s<- i/ a > L£ 0 it^fn 

^-va>U ov>-C#lDIG (l:10,000^r^ N Roche Diagnostics, Mannh 
eim, hM7) tr^Pb^o S^'fn^jj§|& 100 mM vl/^f^f (pH 7.5), 150 m 
M NaCl^D f 0.3% Tween 20 * ^lO^O^^S^ 3 Etff 100 mM Tr 

is-HCl (pH 9.5) WlOO mM NaCl >XLtz Q CSPD^ (1:100 

Roche Diagnostics, Mannheim, £^r1-£l00 mM Tr is-HCl (pH 9.5)& 

O100 mM NaCl JS»f"C^ ^ ^< * y -b >XRJ&«r£lifeU Xi»7^A*fM 
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[0 0 5 8] 

[in situ ;W7*V m£-*,a >0 
in situ'W y x ) 4 3 ^no^ft (Kanai Y. et al., J Cell 

Biol., 133:667-681 (1996)) \Z'p L&M*nz-Xft-z>tz 0 "f ^(10 
m)ftLtz&mmM*^7>^-Y-£tifzX7 4 V±\z<D^ PBS «f 4% s^*)V 
ATfrrt KT?HJfe<kbfco KiaWttiJK^ 0.2N HC1 &tfTris-HCl (pH 7 

.6) 20 ^g/ml proteinase K > *)V&T)Vt*K: h\ ZrLX 0.2% ^ 

U vV-C^oTHtf^aLfCo ^fcK-SOJfte 50%*;VAT5 h\ 5 x SSC, 1 x Denha 
rdt's, lOOjug/ml'^ 1 ; >, 10 mM DTT, h7Vt;V7x - h, Lt 

0. 1 mg/ml<«]&$ ^tRNA£U f ssDNA&^r Ltv^ 7° WW 7*y ^ 
3>|t«U ^CK DIG^$^T>^-t>XS.lF-t>7vcRNA7 ,, D-^t 

i>K&x:x'i6mm^'( 7v ^^->B^tffofc, /wry jm'-**— >a >t 

. 4 x SSCX&oT 1 Hifev^ ^^jt £37X^30:^ RNase-A ( 

10yug/ml) >^ol^-->3 >L> 65X}-e30^Fpg 2 x SSCtr & o X 2 03fc 

V*, ^H65*C-e30^ra 0.1 x SSCTHoT 2@iot i^7^K^yn'/^r> 
^f£fg (Boehringer Mannheim) £ i *) y * > ^*#kS U ^:7J^'J*^7 
T * -^UWcmiZ #L#(Boehringer Mannheim) t&KJ >^i^-y a > L 

(Promega, Madison, WI> *B) t^otyW«U:, 
[0 0 5 9] 
C&&;t^IP-10 Of&SI&tflfliS:) 
^yvIP-10 tmW.<D7°7'{~?-*:v VZm^fzKY-VCRKX *K -V^'IP-10 (c 
aprine IP-10; cIP-10) cDNA&^ W^ftflgORNA ^k^HS L/io ^cDNA(i> 
KpSTBlue(^ n n q^> TaKaRa) K^n-- >^-£L*!>*ro ^cIP-10O^ 
KLTV^^SSe^J^PCR itfliS^Li6, HSL^? 9 -pET-14b(i§|p n n ^ 
Novagen, Madison, ^ ^ n - r. > L (cIP-10 ON-^MHct: 

^f-v>^^^^TLTi5l9> #<ott^^^^-»i, pET-14b-cIP-10t^U 
fc) o *l£f§m^*-X&oT;«mBL21-SI (Invitrogen)?r^@^m 
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itLtb^ tgmWMfc*Wmi''C, 50 mM NaH 2 P0 4 , 500 mM NaCl^tflO mM 4 ^ 7 

mnyd%.v^m&? y^^n^^tz^ ±?t?£f <7>cip-iokov>tsds-page 

■Zm^tZo < &$kkcI?-m$=-v>T)\>'*V- Mt# 7 A (Hi-trap Chelating HP, A 
mersham Pharmacia Biotech) Ltz? h ffyy -i — v^t" A (AKTA, Ame 

rsham Pharmacia Biotech) *9 3fM Ltz Q 4 < r/-;V^7vx> h (20-500 
mM)' >^?M*m&*tV&, PBS KMLT^f^SU 4 X 

[0 0 6 0] 

^nmmmzjyvhuigmLtz&RVM&itiy-io zm^Lfrfz^ ^ 

IP-10 ^^E-T^^S^P^o Bpf&*jffiK^» (40^1)&&Wij|&m;i*>'^ 
S?f*$K50 ng/40 /ul XmOO ng/40 /zl)£SDS t^^^rtf 5^flt 
Ml> *lx3M^T 15% SDS-PAGE ^;V±om^tfrK#Ht. -bn-b^n- 
(Immunobilon; Millipore, Bedford, MA,*S) L^: 0 IS— 

h n-t;vn-x^ ^ri/^^Ifi-e 1 iFI Block Ace O^B^Wim. *R) t?^ 
cT7n7^f>^lU ^ctc4lC-^12B#^t MP-10 K^Tt & ^ * 7 ^ a 
-^-^#(Genzyme/Techne, Minneapolis, MN, *IS) £>&v>f±b;*^v>*^ 
WtJ-Jt^'J ^n-^-;^#:(Sigma) v- a > L£ 0 

> 3 ;*>:7*l/^£ TBS-Tween 20 $4^3111 (^fr-etUO^ 

^fa-?'yx$>2>^tein l i 1 7*)-*r IgGt&KJ >3 V U ^dlBS-Tween 

20$4 , T3HI (^-tL-Tttl5^F^) ?5fe^31L/Co SuperSignal West Femto Maxim 
urn Sensitivity Substrate^ y Y (Pierce, Pockford, IL, ^S) KX^O^y^ 

%m&!&mLtzo 

[0 0 6 1] 
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77r4bLf:f, iSJJttt 0.01 M ^x>ftHJ^Alft ( P H 6.0) fc«L 
„ 121 VXl5frffl*- Y ? $JJt4r^ffl-C 1 B#P^ 4.5% H 2 02<^ 

^y-^tr/^a^-ygVU M;g£A#fc^>^-ft-eiB#r4 Bio 
ck Acefc&M >^-> 3 VLfvio — ymfa, -?%t>%, ^^7^<D^L 

h IP-10 ^y^n-f ;H3vffc (1 yu g/ml ; Genzyme/Techne) tb & v > »i £ -9" ^stf V 
*u— J-^ffifc MFN-7 (500 ng/ml; Peprotech, London > 3£S) t— H&KiJJtf- 

(Vectastain ABC Kit; Vector Labs, Burlingame, CA ^ tM) t^otlH 

Fi$iiL, ov»-e^a-c3o^ra PBS^-erevv-vf^-f-^nvyvy^^i:— 

jfc£>f >^r^-y 3 y Ltz Q Metal Enhanced DAB Substrate^ y h (Pierce) 

[0 0 6 2] 

[in vitro * T y *4 3 

96 ^If^fVf t^*-(96 well-modified Boyden chamber; NeuroP 
robe, Cabin John, MD\ #g) If-JVen'J F>^J^V^V*^f 

^-y^VfVV(^fjtm <DJL^ NeuroProbe) (dftfcJ^ i&EMK 2 fltWlO/i 
g/ml^jfiLft?* yn^^f>fn- h-£U6£>*i^) £1£J3 LTPBMC?>#i&K 
ov^Tp^/Co T-y^'fli, Gasperini S. et al., J. Immunol., 162:4928-493 

7(1999) ^moifm't^L^M^m^tzijmx-mmvrzo 

JcZ/Zm^-^y^-W ^)V<DTfflK^ FCS ZSt &VM)MEM, &ifex.IP-10(0.2 
-500 ng/ml) fc^f* H v>f±IFN- r ^ILjt^SVMi^iLT 

v^v^KrtKOJ&*4&^±»?S«rlnx.^o i/Utf>.L«&fc, FC 

S £^2&v>DMEMf OPBMC(5X106 ffl/ml) fcife&DLfco f-* >'<-*37TC-e5% C 

02^^c#bb$ct i> -ox 2 mm^m t ^vyvv^ij^t, pbs -c 

iftv\ B5&ftLfc&, Dif-Quick -C&rfeLfco Tfl9<0® K^lfr L£*IBJ&4>$:£ 9 
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V^AtcStftLfeAoOhigh power fields <Dk txmWMTK^J V > V Lfz 0 
7u<y?mXfc£ t•tt±^ IFN- -r**VM±5 ng/ml O&&;UP-10-e#!l$C£ *l£ 
^l*l^ib#^tL/i±?tm : &30//g/mlO^;iP-10 IgG *Sv»lia>hn-^ 

[0 0 6 3] 

-ett-rtL^T-*- * #j > h jinv^caa:^ 3 ¥*^±sem t l 

T^L/Co ^tlbO^-flt one-way ANOVA^ fLt^: Duncan's multiple r 
anger XhZi&mLXfrffiZtitZo flPx-T. iEM^ V btitzS — 9 s >y 

n 7 vr--?i±WL'b~fm;*m^xmM$-%tK * «j^*f$*t^ 0 p < 0.05 o« 

[0 0 6 4] 

ClP-10 cDNAO ? n - r. > ^ 

ffl&n b a im* 1, ttfe^rtiUMft^ hty vip-io ocDNASfffi* 5' 

-RACE RXf 3'-RACE^i *) £.&&<D t y v'IP-10 cDNA£? n-^v^Lfco Ws> 
ttfc 7 vIP-10 cDNAli , 102 li <7> T 5 / £ & S * - 7' V U - > 7 

7V-A(QRF)*«foTv^ 1172 bp&;£ LTV** i><DX-$>-otz 0 HI 1 &'> * n 

- ~ > tjf $ ^T#gi $ ft*: 1 7 v ip-io oKmrnmRvirtifr h w& $ ^ & r s 
/mie^j^^i-o euk^t, 102 io7^y^;ffiint-7'>v-7 f 'f 

>^7l/-A£:fr1-& 1172 bpOcDNABfi^iJ (GenBank™ Accession No. AB070717 
) ipfc $ fix KT $ J MS5?!l ( fe v 7 v IP-10 ; GenBank™ Access i on 
No. BAB63958) OH, 1 - 9f S iT^7 5 7 W»tiv^t^7"f F 

ttz, cIP-10 cDNA «\ fey^IP-10 cDNA^^-f^ V$*tfcy9>f fey 
b fc-tfeffi LfcRT-PCRfc J: i) "Y^-grtJ^RNA * n-->^£*i£ 0 cIP-10 c 
DNA it , 99# § (Dm&tf fe ^ v IP-10 <D?)V9 ^IP-10 <OT )^ *f — > 
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yXr^f 7 1± \l y vIP-10 cDNAj&^3f ti& T $ 

yXr^ 1) ^Itr^iSI-^^^^ ^ v-n>f ->>-T^- V(ELR) 

-•7j&*3Pfc"t&ri>5j&*£ X 19 roo^7^ £5Ht$>*i/Cv*& (Rollins B.J., Che 
mokines, 90: 909-928(1997)) 0 %om^i<r>i><D tmm^y v^IP-10 ti. f£EL 

^KBB^!l-e»±82.7X RXfT* /m.WM"^it75.5% (^2) 


Ovine Iit7^ Caprine it'Y^ Human (itb, Mouse f;*-*"7X& 
Amino Acidfi, T ^ J ^IB^J^OV^T> Nucleotide Sequnece 
BlfconT, -€-*L-C*t*OffiWtt (1*1-14) Ofit«r*to 
[0 0 6 6] 

C«P*»3^i5lt&IP-10, CXCR3, IFN- r&UTBN-y mRNAO|&3I<7)MiO 
&£I14BB> 17B@> 20Bi, 25Bi£O ? 30BBtf>^<7>IP-10 mRNA*£y- 
Hf v/n ? YM#r\,z£ nm^tz (EI 3) 0 I3(i, \zyi?tt\zis\t&lP-io mR 
NAOf&^l"*;l/&^1-fcOT\ ^£0|II3;£1fflK&$gLTV>&Jltfcy>? (3^ 
14, 17, 20, 25&O f 30BB) f§1tJI#3fltfc^ (15BB, n=3 ) 


[0 0 6 5] 


K2] 


Nucleotide Sequence (%) 



mSE#2 003-3083172 


120 0 2-2 59268 


^-v: 54/ 


RXJPl7BE<OB^F (Con) K:33 It & IP-10 mRNAlcov»TO^***^$tLTV>& 0 m 

tt7t->^^;K7)Jt^IP-l0/G3PDH ttt^TO/-f>rn? MU^ojfe*J:»)* 
J&fcfcOTN ##$lf* s | 2 *SMS±SEM ^Ltv^ 0 BI3^flBlci5lta*{±^ Hit 

mm5Bu<D^K^x<Dmt^Lx<Dmn^M^(p<Q.05)^mrto ip-i 

0 mRNAi:^ig0^ov^TOEI^*fO^{i, y=-51.5x2 + 288.2x - 131.2 (R2 
=0.823, p<0.01) t^i i><D~e$><otz 0 

-fX l.i kb)*|fcffiLfco IP-10 mRNAOl^W:, IMffSIBtt^ ^ Jfc-^& fcffi 
M140B, 170 B, 20 B gW250 Bt?t±ri*& OiSfV* o£ 0 IP-10 

-ty^^-e^,^^--g^CXCR3 mRNA<7)3&mte\ 17H B&l^OB B OSiLt^l. 
M^y^^&^TX *)~&^i>(T)X*$>'?tz (14) o HUfi, CXCR3 mRNA^mv 
^;^^tfe(0T\ ■€-i©BI4^IHC«JRLTV^Itliy^ (31, 14, 17, 20 
, 25£O f 3O0@) OT-^XtriStlJSMIItl:^^ (150B, n=3 ) <D=FBK&W%> 
CXCR3 mRNA<hG3PDH mRNAO^S^jPCR fc^o f C-eiiffill^S^ 

MOH-^^U*So HU^Wi, CXCR3 mRNAfcG3PDH mRNAO^SfeiW 
PCR^tCov^TOjiJg^L/i^^^tL, G3PDH mRNAK2t-f &CXCR3 mRNA 
<7)*(CXCR3 mRNA/G3PDH mRNA it) tU^Lt^^o ^WWHi^W±Sm & 

TO^ft6tl^3tv^(p<0.05)*^-ro CXCR3 mRNA£:&igB Kov>-CO|II*§#*fOi£ 
*t±* y=-8.9x2 + 45.8x + 61.4 (R2=0.431, p<0.01)fcv*d fctf>-efcofc 0 
[0 0 6 7] 

^P^fejfeSi^-To 0 5O£i(A) KM\ Slltv^ityy (31, 14, 
'17^0*200 9) *5»t*IFN-r mRNA i:wtoy-f y/ny Mtf<?) 

Itr***^*^ >&ffil(B) fctt, SIUv^it7v (3®, 14, 17, 20, 25£ 

t>*3O0B) mmmmm^y^ (isbb, n=3) ^ir/negoEfi 1 

(Con) tc*3tt^> IFN- 7 mRNA G3PDH mRNAO^S WPCR <0&&&7F; £ *LT £ *) 
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N-y mRNAfcG3PDH mRNAO#5ga^PCRg%^OV^T<OjgS^Lfc^*^$ tt 
% -€-i-et±G3PDH mRNAtC^j-i-^IFN-y mRNA <7>jjt(IFN-y mRNA/G3PDH mRNAJfc) 

O^t'^^T<7)1ilhl:bftLT<7)^ft^^«v^(p<0.05)^^i-o IFN-y mRNA t 
iSMB K-o>^X<7)®ffi y=-10.6x2 + 56. 6x + 81.3 (R2=0.762, p< 
0.01) t\t*r> i>(DX$>-?tz 0 

IFN-r mRNA <D%m.H, K^^T^tB^tt, i (D$m<D V^;W±14B B ^Kfi 1 
K£v>T.J: «9i£v^<7)-e&o/c (IH5A) o IFN-y mRNA^IK*. &$gLTV> 

fil4BB> 17BBs 20B BRmSBBtDl&MLX^&mKy vK:fcV>TJ: 
i><7)X$>-?tz (0 5B) o 
[0 0 6 8] 

Cip-io RxriFn-y *^/^>7%<D5rm 

ip-io ^.t^iFN-y <7)mm\H^>m^^n^m^^tznb, 5tmmMi5BB<DM^y 
y~BLifi&w.n Bu^m^y hmmz titz^Rn'm^-mm^h- K^x^m 
mmt^m^mm^tz me) 0 b6cm^ ^mmmisB^om^y^ ( 
a-c) Rx^i&mi7BE<Dm^y^ (&m d-f) i:ov>t«u-iwtt 

T^LT^^o ^MkRXfDii^ IP-lOlcov^T. ^B&tmi, IFN-y Gcov^T 
IP-10 £tHFN-y <^WO*>^ICte. EflF^TO^LTV^T-^^W^Ji 

V> T (i^m £ *L£IFN- y * >V ^ |? <0#f;i£&I L- T V> & Ji \L V V \Z £ If 2> t TO 

-?£o£ (me) o i?-io? %l*%mmw*vlr^ftm^&^x&^tzz 
[0 0 6 9] 
CIP-10 mRNA<7>5Wfr] 

fcy v^P^m^OlP-lO mRNAOmrt^^^Elf^^i-^)^*, f&fSJ^D3 

15 b g <^ m ^ v mm.i7 BB<DMv.yyfrt>mmz ti tt-gmmwfr k & it 
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& in situ'W^V ^>f4f-->a V&^rofc (®7A) 0 H7Kiv>"C, ¥IU 
Rtfb Ji> «*Rl7HBO«ltyy : f-'&rt»c^»t*IP-lO mRNAOJafcfcDIGBIWT 
V^-fe^* IP-10 cRNA£fflv*T^U ¥Hc 1SM17U S^f-Ertfc 
£tt&IP-10 mRNA=&DIG^fiO-feV^cRNAT^^fL, WdW\ 3£1ifJ§$!l5B B O 
(fcfcy^grtKfctf* IP-10 mRNA<7)M^^DIG^Itr>^-t>^IP-10 cRNAtr 

Xti*Blfe<Z>*>f yZmfc-f&tztbKftotZo IP-10 mRNAti#^EBJ3^«bttm$tL 

StLfcjfcofc (BI7B)o 
[0 0 7 0] 

cip-iof&mK&irr ifn- r ofWB8&*] 

IFN^ICO^, J£3*ffljfe£i3tf& IP-10 mRNAII^OilSfll^^i"^'?-^^ 
R^*b**P^o H t ^ S> <b i£ff £ iLfz^mmm £ 102-104 IU/ml OIF 
N- a , IFN-y 3U*IFN- r 0#^TXti^4T^ in vitro ■C^WWLfeo 
13 8 K^o^IFN^IP-lO nRNAOJIIcJtLraia^S***^^*:*^**^ 
o HI8A fc»a\ IFN^gK* ^^im^tL^^ffll&^^lt^IP-lO mRNA^m^ot 
*OIFN^ira**3Sx.TjI,;fcfc §03te*^$^Tfe«). fiT«U;3o 

Mlfi-t^T t 7 y#3*jffllfeH 43 V»T IP-10 fmh<D§&m*Mffi.x- # * 
<A^f3&»«±£*i.e>IFN f|-eMot^f; (HI8A)o IFN-r{±. 10 2 IU/ml Oft 
IP-10 mRNA £>f&m£$MU -€-*U*flfe<Z>IFN«J: *>**6ttO?*iv» t OTabo 

^.#ffiM-«rl()2 IU/ml OIFN-a, IFN- y , &&W± IFN- r W^£T5Lli^#lE 
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TK in vitro -e20B#P^# Lfz 0 IFN $IJ^£*i,£^Kl^m,»^;ttm£ tL/c 
£RNA mRNA&y — *f>7*n y hfi?#re& oTP^£ 0 3>>n-;v 

&tmiFN- a 3t«£>& VM±IFN- y $ 0$C$ n^f^^frl^&^k IP-10 mRNA^ 
Hi £ IFN- r t?J|nj«c$ jh-fc&fcfc v»TO*i5v* l^;KPIP-10 mRNAri^fcl 

Stlfc (08B) o Sfc, ^rtJji^OIP-10om^t±IFN-r^J:»)j|fl|»«r$lt 
TV^it^x^^V/Dy hfi^ftwJ: t)7FZtltz (08C) o 

IH8B fctt, ^1f^^m^llit^v>^<7)^l*imSffiM-^ov^TIFN SI 
# S IP-10 mRNAOg KXirtSfr***^ El 8 B O^HO »± N 10 2 IU/ml <D IFN- 
IFN- y , &&^{±IFN- r ^mWLLtzm^-gftm&UKr-VIP-lO mRNAKo 

uy Yffitiiffi&iDolbO— ^IT^So IH8B O^HlKfi, IP-10 mRNA&O* 
G3PDH mRNAKov>Ttf>y --9 s y > *m&Mffi LlzffigztfTjk LX$> *) , 
■^;K7)ifc^IP-10/G3PDH (i1-^Ttf>y -if >-/n y Y%Wi<D%&^£- tylfctbtzo & 

mmt^m±sEu ^ltv^ c ifn ^iinL^v^^ti^ttM-i: 

ov^TOliitJ:l:t!cLT^ItW^^(P<0.05) ttz, H8C &Cti, IF 

N Hue* DfiM^tt^T-K^m^ffi^^^^^O^v^^Slcoi^^x^ 

[0 0 7 1] 

CPBMcow^&frnp-io <Ditm%3k~\ 

m^^^i?-io{xci?-iomxf^nm^mm • 5m£*L£ip-io ^mm^ 

\zft^*^i>(DX&%<Di)^fr*mM-tZ>tztb, in vitro ^€^y^T7 
•fe-r *\^X?W£\,Z.M1rZ>mm., St7£tt£rcIP-10 -^IFN- x XMfflLi* IXtz-f-'giPi 

tyfrBZfttzfrwwm-ox^&fr&frzm^tzo am^cip-io^^^^;v 

*-Vt^>^ *7AtIV^iIU IP-10 ^^tX^-v^^^^lCMI-^ 

}fi#:£ffiv>£*:r.x*>yny Hc£ O^ffiLfc (EI9A) 0 PBMCK IP-10 g# 
#£XCR3 <7)mRNA^q?^1-^«li:^?SEb/i (0 9 B I V-^T (i^rRNA 10/* g > 
U-yM It poly (A) + RNA 2 //g 0 ^^^^^77-1:^ <Oi^ PBMC 

It 0.2~~5ng/mlc9rcIP-10 Kfo^LX^tztf, Z<Dfcfclt X AMtOrcIP-lO 
K£v>TteM^L£o *OfS*> (12 9 C) t 


fcb8E# 2003-3083172 


■m 2002-259268 


^-v: 58/ 


& o fee IFN- r "Cf *Lfe^rti«Mft««1b35* ^ O^AfeiiPBMC^M LMMte 

t±3&*»±fc;&*ofc (0 9 C) o &Wm*¥$J±Sm s *{±IFN-r^CT^f*JJil 
^*^%-eOPBMCSill^^^(P<0.05) T^i), **tercIP-10 TFft&KidW 
&PBMC^tt^?)Ote(P<0.05) ^^-To fttSE^JftlOfcOtt*. tftIP-10 *ft#t±rc 
IP-10 ^^IFN-rtr^^tL^^rtfli^tO^mo^^^^T-^ y^flHtS: 
60-70% *3fc^-£U6* ZtiftIFH-T^nWL%*Ltt^ftmfrb<Ol£&%LteZ *) 

(H9D) o ^#I§U4¥#;±SEM , **± P<0.05-eo#uIP-10 ffiti&&£&Tfcj$ 
tt^IFN- r ^S^F*I^#^H43lt^PBMC^#l&>fi-e^> *K * * & P<0. 05 
iz£1,f&mm- t mf&TFK&WZ> IP-10 £ <£ aPBMC<a2&SMI£3F"to 
[0 0 7 2] 

h^vip-io is, ^t^k^u sHfjiiao^Kiin 

^^^:■ t ^LTV^v^a:^^b^^c^tL7to IP-10 Ji, C-X-CS*-^* 4 
—M Kmi~2> i><DX$>%> 0 :mH>77^J-li, IP-10 OV-ty^-T 
&&CXCR3 RV/XK&fo&W?*? YKttlT2>fe??T<i v?Wi®i*frL 
X&*&&fcmto*fM^&*MftLX\<*& (Farber J.M. et al., J Leukoc B 
iol., 61:246-257 (1997) )o *f§9!fc*IFN- r (Djf&TK&^X^-gfom 

**J§ife»±lP-i0 Ltv^it, d*Lf>^*<7>±.7fr»iPBMCo^l6*iN!t"t' 
t^IP-10 St#:^J:oT-€-(7)®14^70 0 /o*-eia$$tL^hv^^^ 

[0 0 7 3] 

*»WTI4, m^^^ffl t^ffl*HM1-4JS«rlUtK i «9 , IFN- « , IFN- 7 X. 
tflFN- r ^ IP-10 rmk<D$&m*mmir & £ § & C fc^Lfcri*. £ fc. 

mmmz%.\2-tm%}Ai±mm<Dmxm%-ox\,*2> -r t ztf-t c t k & ut 

V>& 0 IFN- r 14, 102 IU/ml Oj|^#^IP-lO<0|^*^*fi«jJwjW»-t-& £ 
^-e^^.^ — rhIFN-y t±-ttLtigCffl*-et4^r«j-ett*^o/io rhIFN- y 

tctsip-io mRNAo*^j|nj***tev^^ im-y ibm^immtit^Lx^m^ 
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®#^14=Sr#oTV^ (Pestka S. et al., Ann. Rev. Biochem., 56:727-777 ( 
1987)) fc^d £ tKX&fr&frltWbfrKZtiXlt^^o LfrLKtfb, HSJS 
SOrhIFN-7 (104 IU/ml) teijiS&OT-lO nmh<D%>M*MWL-f 2> £ t § & t 
V&JkK&MLWtllttbte^o rhIFN- y K&ty IP-10 Sr^Wlc 

o ft JH<?> IP-10 mRNA^^^^-^fi^Wi^JEfi 1 , IFN- r mRNAO W^;WC 
Iv^MLtv^ia ic<^x.^^<o-e, IP-10 |&3So|£ttti, 0!lx.tf. MCP-1 
^MCP-2 tv^^tO^|*II<7)>)-^*^ UV^ 0 
[0 0 7 4] 

in situ >^7V 9*4 a >C^v>t, ±&TMIt<Z>^i*KIP-10 mRNA£ 

v^^^^lt^itLf -CO#f25 (Luster A. et al., Nature, 315:672-676 (1985 
); Ohmori Y. et al., Biochem. Biophys. Res. Commun. , 168:1261-1267 (1990 
) ) -CifLSlU; X *) IP-10ri s fl*& ZtlX^&Zti)^ ^LT##PjmP-10^T^7 vig- 

v»4v»£fc^ilj$*ifc 0 m*-T, MCP mRNAk±&TP^SC«*LT:i3*K MCP 
»tt«IJ&t±ifcFlft^ab*(Asselin E. et al., Biol Peprod., 64:992-1000 (200 
1)) o Ztibom&m&ii. Jb&TMft»wflrt£LTv>*lP-io»±#|Ettov^n 

«<*>1*3&**IP-10 * W^5?^t&m£*L£^ IP-10 mRNAt±lftttl$tt*^o tz 
o ±STito-7^n77~yt:i 0 IP-10 {±^®<a±£o*Ki£^ 

[0 0 7 5] 

IFN-r mRNA<7)^B#tfk «Bl!&iRF*WJw3fti*0**l&a* , 2b* i f ItKffOI 
FN-T^{±^rtmoiP-10 ^31^$IJ^li-^^/& s $)^ii:^^LTi5^, IFN 
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filial" 2> *£#TO6 $ frT v>* i> <D 2> o 
[0 0 7 6] 

[semi 

SEQUENCE LISTING 

<110> Protein Express Co. , Ltd. 

<120> Regulator for Implantation 

<130> P-02PE384 

<140> 
<141> 

<160> 14 
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<170> Patentln Ver. 2.0 

<210> 1 
<211> 1171 
<212> DNA 
<213> Ovis aries 

<220> 

<221> CDS 

<222> (60).. (368) 

<400> 1 

cactcctcaa ctcttcaggc agtctgagct actgcagaag taccttcagt tgcagcacc 59 
atg aac aaa agt ggt ttt ctt att ttc tgc ctt ate ctt ctg act ctg 107 
Met Asn Lys Ser Gly Phe Leu He Phe Cys Leu He Leu Leu Thr Leu 
15 10 15 

agt caa ggc ata cct etc tct agg aac aca cgc tgc acc tgc ate gag 155 
Ser Gin Gly He Pro Leu Ser Arg Asn Thr Arg Cys Thr Cys He Glu 
20 25 30 

ate agt aat gga tct gtt aat cca agg tec tta gaa aaa ctt gaa ctg 203 
He Ser Asn Gly Ser Val Asn Pro Arg Ser Leu Glu Lys Leu Glu Leu 
35 40 45 

att cct gca agt caa tec tgc cca cgt gtc gag att att gec aca atg 251 
He Pro Ala Ser Gin Ser Cys Pro Arg Val Glu He He Ala Thr Met 
50 55 60 
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aaa agg aat ggg gag aaa aga tgt ctg aat cca gaa tct aag acc ate 299 
Lys Arg Asn Gly Glu Lys Arg Cys Leu Asn Pro Glu Ser Lys Thr He 
65 70 75 80 

aag aat tta ctg aaa gca att aac aag caa agg act aaa aga tct cct 347 
Lys Asn Leu Leu Lys Ala He Asn Lys Gin Arg Thr Lys Arg Ser Pro 
85 90 95 

cga aca cag aaa gag gca taa tcactgcact actgataaga tggaccagag 398 
Arg Thr Gin Lys Glu Ala 
100 

agaagctacc tctacaattg tttccctgtg tacagtatat gtcaagccct aattgttcgt 458 
ggacttcagt tctcctaaaa ggtgaccaag ccagt caeca aatcagctgc tact act cct 518 
gcagggggag ggtggctcat caccctgagc tgttcagtag tgactctgcc ctggcactgt 578 
gactgtaagc tatacegggg cgctacgttc tcagttaatg tgetaagtec cagccttgct 638 
actgacagct tcttcccctt tccaatcttt ctaggttatt aagggatctt tccagctctg 698 
ggcttattag agaccttagg atctcaaata actaagagac attcaaacca ataatgeaat 758 
ctgettttta aagaaagatc tttactccag gggcttcact gccatccctc caaggggccc 818 
gtattctttc aggtgttatg tacatagttc caaatataca gaagcageca gaaatatctg 878 
gaaatgtagg tctaaacagt attacttagt caaaaactat acaaagtaga attcttgaag 938 
atatatgttt cttatatgat tttcagtgtt catggaataa cttgtataca actatcaact 998 
tatgtaatta ttgcaatgga ataaattttt aaatttagat acatgttctg caggctatgt 1058 
aagacaaata tgctaaatgc tttccaaaat aaaagtaatg ttctctccca gaaatactaa 1118 
gaaagattat gtaattgttt tagaggecaa aaacataata aataattata act 1171 

<210> 2 
<211> 102 
<212> PRT 
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<213> Ovis aries 
<400> 2 

Met Asn Lys Ser Gly Phe Leu He Phe Cys Leu He Leu Leu Thr Leu 
15 10 15 

Ser Gin Gly He Pro Leu Ser Arg Asn Thr Arg Cys Thr Cys He Glu 
20 25 30 

He Ser Asn Gly Ser Val Asn Pro Arg Ser Leu Glu Lys Leu Glu Leu 
35 40 45 

He Pro Ala Ser Gin Ser Cys Pro Arg Val Glu He He Ala Thr Met 
50 55 60 

Lys Arg Asn Gly Glu Lys Arg Cys Leu Asn Pro Glu Ser Lys Thr He 
65 70 75 80 

Lys Asn Leu Leu Lys Ala He Asn Lys Gin Arg Thr Lys Arg Ser Pro 
85 90 95 

Arg Thr Gin Lys Glu Ala 
100 


<210> 3 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Oligonucleotide 
to act as a primer for PCR 

<400> 3 

cactcctcaa ctcttcaggc 20 

<210> 4 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Oligonucleotide 
to act as a primer for PCR 

<400> 4 

ccattccttt tcattgtggc 20 

<210> 5 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence ".Oligonucleotide 
to act as a primer for PCR 


ttiiE# 2003-3083172 


II 2002-259268 

<400> 5 

gcatcagctt cgatcggtac 

<210> 6 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Oligonucleotide 
to act as a primer for PCR 

<400> 6 

gatgcgggcg tagcaatagg 

<210> 7 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Oligonucleotide 
to act as a primer for PCR 

<400> 7 

catcttcccc atggccttcg 

<210> 8 
<211> 20 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:01igonucleotide 
to act as a primer for PCR 

<400> 8 

tcatctcaaa gtgagttcag 

<210> 9 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Oligonucleotide 
to act as a primer for PCR 

<400> 9 

cgatgaaata cacaagctcc 

<210> 10 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Oligonucleotide 


2002-259268 
to act as a primer for PCR 
<400> 10 

gattacattg atgctctccg 

<210> 11 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Oligonucleotide 
to act as a primer for PCR 

<400> 11 

atggggaagg tgaaggtcgg 

<210> 12 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Oligonucleotide 
to act as a primer for PCR 


<400> 12 

atgtgggcca tgaggtccac 


12 002-259268 


^-v: 68/ 


<210> 13 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :01igonucleotide 
to act as a primer for PCR 

<400> 13 

atggggaagg tgaaggtcgg 20 

<210> 14 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Oligonucleotide 
to act as a primer for PCR 

<400> 14 

atgtgggcca tgaggtccac 20 

[mi] 

t v v^lP-10 <DM.mmMRVZtifrt>M5E.Z mm *^to 
[HI2] 

t y n hS.^^^^ip-io or^^lfeiB^I*Jfclfcb-c^Lfe0-c 
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LR)^e^- 7ii-e^^ii#^LTV^v^ bi£t>fr2><> fcyvIP-10 
P-10 iD^MP-lO tc^LJ: O^v^-tt^r^LTV^ „ 
[Hi3l 

Lxm^tzmm*^m%mh^m*&mz7f;iro &mi*. ip-io ihrnako^t 

[0 4] 

CXCR3 mRNA. G3PDH mRNA£&£gt: V v^^CO £ 4^s:!ftPCR 
^1-*^^Hj¥K*»J^^-to «JJfi> CXCR3 mRNA£G3PDH mRNA<^^fl:^PC 

[05] 

M0m OFlOt7 v coEfi 1 i: ^ \Z&tfh IFN- r £ IFN- y mRNAO* & ^ — 9* > 
7-n7 h^LTP-<^^m^Si¥K^11iJ^-ro «8(B) IFN- 
7 mRNA t G3DPH mRNAO^MtfjPCR OMm^l-m^t&^K^StU 

[HI6] 

trfi^M mm^-to ^-)V^-\t lOO^um £/jvfo 

[®7] 

fcy vT-KK£&t&IP-10Kc>v>Tc7)in situ ^-f 7"'J^-b*-y3>if© 
[H8] 

A fiIFN3g^IP-10 imkOMKRttt ^^m^fz^^irM^^Wj^M 
10 m^^S^^ia-^m^P^^^^m^SlO^-e^^o B <?)7£$Hi. 
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*fyy>Uy >SltOigl*^tt^ti?lT** fl BO^Wi. IP-10 mRNA£ 
[IH9] 

IFN- r -C»£ tt/i^rtM^^^^m^x. IP-10 OPBMCOSItlY&tt^-^ 
#^£S^£^P:&*cto A (iatit^ IP-10 (rcIP-10) l:ov^O-)x^^ 
>^n7 hco^, B (iPBMC^feit^CXCR3 mRNAO S —*fy 7'o y C 

mw- r ^mw^^m^^w^w^^ &tfrcip-io <d?bmc<d&wj, d j*^ 

IP-10 fofc<D#&T^&tf v i?zl±rcI?-lQ JtaJiB^ftM^^fe^PBMC 


ffi»E# 2003-3083172 


€2 0 0 2-2 5 9 2 6 8 v I 1/ 


[mi] 
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cfl O 


V) o3 d I s 1/1 fO 
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o o ob 
h owe h 
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[B2] 


■ft KKK 

;CO~CO fa Cfif' 
CO CO CO CO 

^ < < < 

Pi Pi PM A. 
HH H H 
J k|H H 

w w w w 


w w w o- 

CO CO CO rt! 

ffi S 3 
04 o< s 


CO CO CM CM 

o ooto 

S3 S3 S3 Q 
CO CO CO Q 
H H H H 
M W CO 03 
M H H M 


!§.! 


co co co 2 . 

a * tA a. 

«'M M > H . 

o o o o 
I "I O O 

:CO.C0 CO CO 
H H'M M 

^ ; 
O O <J O 
f** Cm U fa 
H H JH H 

'O O rij ^ 
CO CO EH CO 

-■•■« &h .a cn 



if! 


\k3 ! 

-£| 

- « ! 

HI 
CO CO . CO CO 

w w w w 

ilii 

gj 6 § o 

W W WW 


assess 

M M H H 
• W WWW 


1 W 


: B£! 


jW ' 
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[0 31 



014B4 |Pa§$s Hdd€?)/0T-iI 
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[El 7] 






JB 


IP-10 


G3PBH 
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r 
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[0 9] 


AntiEP-lO \. AntiHis 


18.4 - 


7.6 - 


CXCR3 


15 kbp 


50 

200 


400-i 





I ^ 

300- 

. S - 



4S .• 

200- 

■ .. - OS . 


■ .fa . 

.OB 

100- 


0- 


M 



- 1:10 1:1 

IFN-T-treated 
Endo media 


0 0.2, 1 5 . 20 100 500 


rctP-10(ng/ml) 



U 

I 

■•a; 


& 100- 


IFN-t-treated 
Endo media (Irl) 


rcIP-10 (Sng/ml) 
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